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STATEMENT OF COMPLIANCE

To the best of my knowledge, (Study No. 104 - ACUTE ORAL AND INTRAPERITONEAL
TOXICITY STUDY OF WR242511 AND WR269410 IN RATS) was conducted in compliance with
the Good Laboratory Practices regulations as published in 21 CFR 58, 40 CFR 160 and 40 CFR 792
in all material aspects with the following reservations:

The stability of the test or control articles under the test conditions has not been determined by
the testing facility (Sections 105 and 185). This requirement is not applicable since only a

single dose was administered in this study. Test article stability will be reported following
completion of the repeat dose toxicity studies.

The protocol for this study was approved by the UIC Animal Care Committee.

Signature

Study Director

Barry S. Levine, D.Sc., D.A.B.T. Date
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SUMMARY

This study examined the acute oral and intraperitoneal toxicity of WR242511 tartrate and
WR269410 in rats. The dose levels were selected on the basis of range-finding tests. After
dosing, the animals were weighed weekly, observed daily for 14 days, and the survivors were
necropsied on Day 14. Nonsurvivors were also necropsied.

As shown in Table 1, the acute oral LD50 of WR242511 tartrate in male rats, administered in
1% Methylcellulose/0.4% Tween 80 by gavage, was approximately eight-fold lower than in
female rats (males; 16.3 mg base/kg and females; 135 mg base/kg). The LD50 values obtained
when WR242511 tartrate was administered intraperitoneally in the same vehicle were not
significantly different between the sexes (males; 23 mg base/kg and females; 30 mg base/kg).
Thus, the LD50 of WR242511 tartrate was unaffected by sex when administered by
intraperitoneal injection, but affected by sex when administered orally.

The acute oral LD50 of WR269410 in male rats, administered in 1% Methylcellulose/0.4%
Tween 80 by gavage, was approximately three-fold greater than in female rats (males; 420
mg/kg and females, 147 mg/kg). Due to a physical inability to intraperitoneally administer
WR269410 dosage formulations in 0.1% Methylcellulose/0.4% Tween 80 at high enough
concentrations to produce lethality, WR269410 was administered intraperitoneally as a solution
in polyethylene glycol 200 (PEG 200). The calculated LDS0 value of intraperitoneally
administered WR269410 in males was 155 mg/kg (Table 1). An LDS0 value in females was
estimated to be approximately 70 - 80 mg/kg.

The results of this study suggest that WR242511 tartrate is more acutely toxic than WR269410
when administered either orally or intraperitoneally. Based on the oral LD50 data and after
consultation with the Sponsor, the following dose levels are suggested to be used in the two
week oral dose range-finding studies in rats of WR242511 tartrate; 0, 0.5, 2.0, and 6.2 mg
base/kg/day, and of WR269410; 0, 2.0, 6.0, 18.0 mg/kg/day.

INTRODUCTION

The purpose of this study was to assess the toxicity of the WR242511 tartrate and WR269410
in CD® rats following a single oral or intraperitoneal dose. The results of this study will be used
to select dose levels for a two week oral dose range-finding study in rats for both test articles.
The experimental design was based on the Sponsor’s requirements. The protocol for this study
was approved by the UIC Animal Care Committee. The rat is a standard and accepted species
for toxicology studies, and was specified by the Sponsor. The routes were also specified by the
Sponsor. No unforeseen circumstances affected the integrity of the study. Dosing was initiated
on May 27, 1993 and the in-life portion was terminated on July 14, 1993,
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MATERIALS AND METHODS

3.1

32

Test Articles

One test article (WR242511 Tartrate, Bottle No. BM05816, Lot No. DJD-08-235), a
yellow, crystalline powder, was received on December 15, 1992 from Hemer & Co. and
was assigned an in-house chemical number (1720614). It was stored in the original
container at -20 to -15°C and at the ambient relative humidity of the freezer protected
from light. The Analytical Chemistry Report is contained in Appendix 1. The test
article was initially identified by GC-MS and the purity was determined by HPLC

(99.51 + 0.02%).

The second test article (WR269410, Bottle No. BM11565, Lot No. 866.B.91.1), an off-
white powder, was received on December 15, 1992 from Hemer & Co. and was
assigned an in-house chemical number (1620614). It was stored in the original

container at -20 to -15°C and at the ambient relative humidity of the freezer protected
from light. The Analytical Chemistry Report is contained in Appendix 1. The test

article was initially identified by GC-MS and the purity was determined by HPLC
(100 %). For intraperitoneal studies, a formulation of the test article [WR269410 in
Polyethylene Glycol 200 (PEG 200); concentration 100 mg/ml] was received on April
27, 1993 from Dr. Douglas R. Flanagan, University of Iowa, College of Pharmacy. It

was stored in the original container at 0 - 4°C and at the ambient relative humidity of
the refrigerator. WR269410 in PEG 200 was administered by the intraperitoneal route

only. The concentration of two separate batches of the received test article in PEG 200
was determined to be 99.95 and 99.5 mg/ml by Dr. Flanagan, and is documented in
Appendix 2. -

Dosage Formulations

WR242511 tartrate was administered as a suspension using 1% Methylcellulose/0.4%
Tween 80 as the vehicle. The dose levels and formulation concentrations of WR242511
tartrate in this report refer to quantities of base, not tartrate salt. WR269410 was orally
administered as a suspension using 1% Methylcellulose/0.4% Tween 80 as the vehicle.
Initially, in the range-finding test, WR269410 was administered intraperitoneally in 1%
methylcellulose/0.4% Tween 80, but because suspensions of WR269410 necessary to
produce mortality could not be passed through needles to dose the rats, following
discussions with the Sponsor, the drug was administered as a solution in PEG 200
intraperitoneally. Stock solutions of WR269410 (concentration 100 mg/ml) were
received from Dr. Douglas R. Flanagan as described above. Samples of all WR242511
tartrate and WR269410 dosage formulations in 1% Methylcellulose/0.4% Tween 80
were analyzed for test article concentration prior to their use. Samples of WR269410
dosage formulations in PEG 200 were sent to Dr. Flanagan for analysis, but the analysis
report of test article concentration shown in Appendix 2 was received subsequent to test
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article use. Therefore, because report analysis was not released prior to dosing, a few
dosage formulations of WR269410 were used in the acute toxicity study by
intraperitoneal administration that were not within 10% of their intended concentrations.
The results of these analyses are summarized in Table 2. For subsequent LD50
calculations, the actual dose levels administered based on the assayed concentration of
WR269410 were used.

Test System

Virus Antibody Free male and female CD® rats, approximately 6 weeks of age (Date
of Birth: March 31, 1993), were obtained from Charles River Breeding Laboratories,
Kingston, New York on May 12, 1993. A second set of Virus Antibody Free male and
female CD® rats, approximately 6 weeks of age (Date of Birth: May 6, 1993), were also
obtained from Charles River Breeding Laboratories, Kingston, New York on June 16,
1993. Upon arrival, the animals were sexed and examined to determine their health,
and were assigned a study-unique quarantine/pretest number. They were individually
housed in polycarbonate cages, with Anderson Bed-o-cob® bedding (Heinold Co.,
Kankakee, IL), which conformed to the upper weight range recommended in the Guide
for the Care and Use of Laboratory Animals, DHHS (NIH) No. 86.23. Animal room

temperature and relative humidity were generally maintained at 65 - 78 °F and 30
- 70%, respectively. The room was on a 14 hour light/10 hour dark cycle. The animals

were transferred to clean cages once weekly.

The rats were provided ad libitum access to drinking water via an automatic watering
system in which the room distribution lines were flushed daily, and to Purina Certified
Rodent Chow No. 5002 (Ralston Purina Company, St. Louis MO) except for a 16 - 20

hour fast prior to oral dosing and until = 2 hours after dosing. The water was untreated
with additional chlorine or HCl. The animals were quarantined for approximately one

week prior to test article administration, except for the range-finding test which was
conducted during the quarantine period. They were examined by the Clinical
Veterinarian near the end of the quarantine period, and were released for placement on
test at that time.

Experimental Design

The study was conducted in phases. The particular phases of the study are designated
in the summary and the individual data as follows: (1) the study number, "104" in the
first three digits; (2) the route, either "PO" (oral) or "IP" (intraperitoneal) in the next
two digits; and (3) the test article, either "24" or "4" (WR242511 tartrate) or "26" or "6"
(WR269410) in the last two or one digit(s). When additional dose levels were added to
the study due to excessive mortality or a steep dose-mortality curve, the test article was
designated by a single digit ("4" or "6") and the additional sets of animals are
designated in the final digit as either "A" if one additional set of animals were used or

Page 11



[“ T’R !-‘“! = g3 Contract No.: DAMDI17-92-C-2001
(o rl-< !. ‘ IS i Task Order No.: UIC-7B
— Y I8 u = UIC/TRL Study No.: 104

as "A" and "B" if two additional sets of animals were used. These designations of using
one letter to designate the test article and one letter to designate additional animal
groups was used for WR242511 tartrate administered by gavage, WR242511 tartrate
administered intraperitoneally, and WR269410 administered by gavage.

In range-finding tests, the selected animals were identified by their pretest number. A
cage card appeared on the front of each cage and contained the following information:
study number, animal number, test article identification, treatment group number and
dose level. Oral dosing (gavage) was accomplished by the use of a rigid oral feeding
needle in overnight fasted animals. In intraperitoneal tests, dosing was accomplished
by the use of a 16 gauge x 1 inch needle. Body weights were obtained on Day 0 for
dosing calculations. The animals were observed for clinical signs and mortality for at
least 5 days. Survivors were euthanized and discarded. No post-mortem observations
were conducted on these animals.

In the acute toxicity tests, at the end of the quarantine/pretest period, 5
animals/sex/group were chosen for the study using a computer generated-randomization
program. The selected animals were uniquely identified by an ear tag. A cage card
appeared on the front of each cage and contained the following information: study
number, animal number, test article identification, treatment group number and dose
level.

The test animals were given either a single oral dose or a single intraperitoneal dose of

the appropriate concentration of the test article. Following an overnight fast (=~ 16 - 20
hours), oral dosing was accomplished by the use of a rigid oral feeding needle. The

intraperitoneal dosing was accomplished by the use of a 16 gauge x | inch needle.

All animals were observed at least three times on Day 0 following test article
administration (designated in the data as either "1, 2, or 3", or as "#l, #2 or #3"
following the clinical sign of toxicity seen) and daily thereafter. Body weights were
obtained in Week -1, and on Days 0, 7 and 14. All test animals which died were grossly
necropsied as soon as possible. At fourteen days post-treatment (Day 14), all surviving
animals were sacrificed by carbon dioxide and a gross necropsy was performed. The
necropsy procedure was a thorough and systematic examination and dissection of the
animal viscera and carcass. A veterinary pathologist was available to verify gross
lesions. All tissues and organs were discarded following termination of the gross
necropsy procedure.

The incidence of all pharmacologic and/or toxicological effects were calculated for each
dose levels by sex. For body weights and body weight gains, means and standard
deviations were calculated for each dose level by sex and time point. For the toxicity
tests, probit analysis of dose-mortality data was used to calculate the LD50 and its 95%
confidence interval (Litchfield and Wilcoxon, 1949).
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3.4A WR242511 Tartrate
3.4A.1 Range-Finding Test
3.4A.1.1 Gavage

Dose levels listed below were tested in the range-finding test.

Dosage Dosing
Dose Level Formulation Volume No. of No. of
(mg base/kg) (mg/ml) (ml/kg) Males Females
5 1 5 2 2
10 2 5 2 2
15 3 S 2 2
25 S 5 2 2
30 6 5 2 2
35 7 5 2 2
50 10 S 2 2
60 12 5 2 2
250 50 S 0 2
375 75 5 2, 2
3.4A.1.2 Intraperitoneal
Dose levels listed below were tested in the range-finding test.
Dosage Dosing
Dose Level Formulation Volume No. of No. of
(mg base’kg) mg/ml (mlkg) Males Females
25 25 1 2 2
125 125 1 2 2
250 250 1 0 2
500 500 1 2 2
Page 13
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3.4A.2 Acute Toxicity Test
3.4A.2.1 Gavage

Based on the range-finding test, the following doses were administered.

Dose Dosage Dosing

Treatment Level Formulation  Volume No. of  No. of
Group (mg base/kg) (mg/ml) (ml/kg) Males  Females

1 10 2 5 5 0

2 15 3 5 5 0

3 20 4 5 5 5

4 25 5 5 5 0

5 35 ) S 5 0

6 50 10 5 5 5

7 110 22 5 0 )

8 250 50 5 0 5

9 600 120 5 0 5

The following set of animals (designated as 104PO4A) was subsequently added
due to a steep dose-mortality curve.

Dose Dosage Dosing
Treatment Level Formulation  Volume No. of No. of
Group (mg base/kg) (mg/ml) (ml/kg) Males Females
1 16.5 3.3 5 5 0
2 18.0 3.6 5 5 0

3.4A.2.2 Intraperitoneal

Based on the range-finding test, the following were administered.

Dose Dosage Dosing

Treatment Level Formulation Volume No. of No. of
Group (mg base/kg) (mg/ml) (ml/kg) Males Females

1 20 4 5 5 5

2 50 10 5 5 5

3 110 22 5 5 5

4 250 50 5 5 5

5 600 120 5 5 5
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The following set of animals (designated as 104IP4A) was subsequently added
due to a higher incidence of mortality of WR242511 than expected.

Dose Dosage Dosing
Treatment Level Formulation Volume No. of  No. of
Group (mg base/kg) (mg/ml) (ml/kg) Males Females
1 5 1.0 5 5 5
2 10 2.0 5 5 5
3 16.5 33 5 5 5
4 30 6.0 5 5 5

34B WR269410
3.4B.1 Range-Finding Test
3.4B.1.1 Gavage

The following dose levels were tested in the range-finding test.

Dosage Dosing
Dose Level Formulation Volume No. of No. of
(mg/kg) mg/ml (ml/kg) Males Females
800 80 10 2 2
1000 100 10 2 P
1200 120 10 2 2
1600 160 10 2 2

3.4B.1.2 Intraperitoneal

The following dose levels were tested in the range-finding test.

Dosage Dosing
Dose Level *Formulation Volume No. of No. of
(mg/kg) mg/ml (ml’kg) Males Females
200 40 5 2 2
400 80 5 2 2
800 80 10 2 2
1600 160 10 - c

'WR269410 in 0.1% Methylcellulose/0.4% Tween 80
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Dosage Dosing
Dose Level ‘Formulation  Volume No. of No. of
(mg/kg) mg/ml (ml/kg) Males Females
0 0 5 0 1
0 0 10 1 0
50 10 S 2 2
150 30 5 2 2
250 50 5 2 2
375 37.5 10 2, 2
500 50 10 2 2
500 100 5 2 2
1000 100 10 2 2

*WR269410 in Polyethylene Glycol 200
3.4B.2 Acute Toxicity Test
34B.2.1 Gavage
Based on the range-finding test, the following doses were administered.

WR269410 was administered in two equal dosing volumes of 10 mlkg
approximately two hours apart. Water was withheld from animals in between

the time of dosings.

Dose Dosage Dosing
Treatment Level Formulation  Volume No. of  No. of
Group (mg/kg) (mg/ml) (ml/kg) Males Females
1 550 29.5 20 5 5
2 700 35.0 20 5 5
3 900 45.0 20 5 5
4 1150 57.5 20 5 5
5 1500 75.0 20 5 5

The following second set of animals (designated as 104PO6A) was subsequently
added due to a high incidence of mortality of WR269410 than expected.

Dose Dosage Dosing
Treatment Level Formulation  Volume No. of  No. of
Group (mg/kg) (mg/ml) (ml/kg) Males Females
1 150 725 20 0 5
2 230 11.5 20 5 5
3 350 17.5 20 5 5

The following third set of animals (designated as 104PO6B) was subsequently
added when a higher incidence of mortality of WR269410 than expected was

observed again.
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Dose Dosage Dosing
Level Formulation Volume No. of No. of
(mg/kg) (mg/ml) (ml/kg) Males Females
40 2.0 20 5 5
30 4.0 20 5 5
150 7.5 20 5) 0

3.4B.2.2 Intraperitoneal

Based on the range-finding test, the following doses were administered.

Treatment
Group

W AW N -

RESULTS
4.1 Range-Finding Test
4.1A 'WR242511 Tartrate

4.1A.1 Gavage

Dose Dosage Dosing
Level Formulation  Volume No. of  No. of
(mg/kg) (mg/ml) (ml/kg) Males Females
30 6 5 5 5
60 12 5 5 5
125 25 5 5 5
250 50 5 5 5
500 100 5 5 5

4.1A.1.1 Clinical signs

5 mg base/kg:
10 mg base/kg:
15 mg base/kg:
25 mg base/kg:
30 mg base/kg:
35 mg base/kg:
50 mg base/kg:
60 mg base/kg:

250 mg base/kg:
375 mg base/kg:

rough coat, hunched posture, decreased activity

rough coat, hunched posture, decreased activity

rough coat, hunched posture, decreased activity, found dead
rough coat, found dead

rough coat, hunched posture, decreased activity, found dead
rough coat, hunched posture

rough coat, hunched posture, decreased activity, found dead
rough coat, hunched posture, decreased activity, found dead
rough coat, found dead (% only dosed)

rough coat, hunched posture, diarrhea, decreased activity,
tremors, found dead
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4.1A.1.2 Mortality

Mortality*
Dose Level (mg base/kg) Males Females

5 0/2 0/2
10 0/2 0/2
1S 2/2 0/2
25 1/2 12
30 1/2 0/2
35 0/2 0/2
50 22 0/2
60 2/2 172
250 - 22
375 22 172

*number of deaths/number of animals in group.
4.1A.2 Intraperitoneal
4.1A.2.1 Clinical Signs

25 mg base/kg: rough coat
125 mg base/kg: rough coat, hunched posture, decreased activity, found dead
250 mg base/kg: rough coat, hunched posture, decreased activity, ataxia, found

dead (? only dosed o
500 mg base/kg: rough coat, hunched posture, decreased activity, found dead

4.1A2.2 Mortality

Mortality*
Dose Level (mg base/kg) Males Females
25 0/2 0/2
125 1/2 0/2
250 - 12
500 22 2/2

*number of deaths/number of animals in group.
4.1B  WR269410
4.1B.1 Gavage
4.1B.1.1 Clinical Signs
800 mg/kg: rough coat, hunched posture
1000 mg/kg: rough coat, blue feet, decreased activity, lethargic, ataxia,
comatose, found dead
1200 mg/kg: lethargic, comatose, found dead

1600 mg/kg: rough coat, hunched posture, decreased activity, lethargic,
comatose, found dead
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Mortality
Mortality*
Dose Level (mg/kg) Males Females
800 0/2 0/2
1000 172 22
1200 2/2 2/2
1600 12 2/2

‘number of deaths/number of animals in group.

4.1B.2 Intraperitoneal

4.1B.2.1

Clinical Signs

WR269410 in 1% Methylcellulose/0.4% Tween 80

200 mg/kg:
400 mg/kg:
800 mg/kg:
1600 mg/kg:

rough coat

rough coat

rough coat, hunched posture, decreased activity
unable to dose animals

WR269410 in PEG 200

0 mg/kg:

0 mg/kg:

50 mg/kg:
150 mg/kg:
250 mg/kg:
375 mg/kg:
500 mg/kg:
500 mg/kg:
1000 mg/kg:

35 n(ljl)/kg) rough coat, hunched posture, decreased activity (¢ only
ose

(10 ml/kg) rough coat, hunched posture, decreased activity, lethargic

(S only dosed) )
rough coat, hunched posture, blue feet, labored breathing, decreased

activity, lethargic ,

rough coat, hunched posture, blue feet, decreased activity, labored
breathing, comatose, found dead

rough coat, hunched posture, labored breathing, decreased activity,
lethargic, dark material on leg and food

rough coat, hunched posture, labored breathing, decreased activity,
comatose, found dead

(5 mlkg) rough coat, blue feet, lethargic, shallow breathing,
labored breathing, comatose, found dead

(10 ml/kg) rough coat, hunched posture, blue feet, decreased activity,
shallow breathing, lethargic, comatose, found dead

found dead
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4.1B.2.2 Mortality

Mortality*
Dose Level (mg/kg) Males Females

200 0/2 0/2
400 0/2 0/2
800 0/2 02
‘0 (Sml/kg) - 0/1

0 (10ml/kg) 0/1 -

50 0/2 0/2
150 2/2 172
250 0/2 0/2
375 172 2/2
500 (Smlkg) 22 2/2
500 (10ml/kg) 2/2 172
1000 22 2/2

‘number of deaths/number of animals in group.
*WR269410 in 1% Methylcellulose/0.4% Tween 80
‘WR269410 in PEG 200

4.2 Acute Toxicity Test
4.2A WR242511 Tartrate
4.2A.1 Gavage
4.2A.1.1 Dosage Formulation Analysis

Dosage formulation analysis is shown in Table 2 and is described with the
analytical chemistry methodology in Appendix 1. All test article dosage
formulations were within 10% of their intended concentration.

4.2A.1.2 Clinical Signs

A summary of clinical signs is shown in Tables 3 and 4 and individual data is
shown in Appendix 3. Clinical signs of toxicity (hunched posture, decreased
activity) were seen with increasing incidence as a function of dose levels in
surviving animals. Rough coat was observed in all dose levels.

4.2A.1.3 Body Weight

A summary of body weights and body weight gains is shown in Tables 5 and
6; males and in Tables 7 and 8; females, and individual data for both sexes is
shown in Appendix 4. In males, body weights and body weight gains were
generally unaffected by test article treatment for those animals which survived
the fourteen day observation period. At higher dose levels (110 mg base/kg and
above), surviving females lost weight in the first week and their total weight
gain was less than lower dose animals.
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4.2A.1.4 Necropsy

The individual necropsy observations are in Appendix 5. Gross lesions
observed in the WR242511 tartrate-treated males included: at 10 mg base/kg
(red fluid in cranial cavity, splenic enlargement and liver enlargement); at 15
mg base/kg (liver enlargement, red fluid in cranial cavity, and splenic
enlargement); at 16.5 mg base/kg (mottled lesions on kidney); at 20 mg base/kg
(liver enlargement, red fluid in cranial cavity, and heart enlargement); at 25 mg
base/kg (liver enlargement and mottled pigmentation); at 35 mg base/kg (liver
enlargement, kidney enlargement, red fluid in cranial cavity, and mottled
pigmentation); and at 50 mg base/kg (liver enlargement and mottled
pigmentation, red fluid in cranial cavity, and kidney enlargement).

Gross lesions observed in females included: 20 mg base/kg (red fluid in the
cranial cavity); at 110 mg base/kg (splenic enlargement); at 250 mg base/kg
(red fluid in cranial cavity; splenic enlargement, liver enlargement, and kidney
discoloration); and at 600 mg base/kg (red fluid in the cranial cavity).

4.2A.1.5 Mortality

Dose-mortality data are shown in Table 9. The oral LD50 (and its 95%
confidence interval) of WR242511 tartrate for males are 16.3 (13.8 to 19.4) mg
base/kg. The dose-mortality curve slope (probit/log dose) is 8.27. For females,
the corresponding data are 135 (77 to 236) mg base/kg. The dose-mortality
curve slope (probit/log dose) is 3.58. The LD50 and corresponding values were
calculated by the method of Litchfield and Wilcoxon (1949) and is shown in
Appendix 6.

Intraperitoneal
4.2A.2.1 Dosage Formulation Analysis

Dosage formulation analysis is shown in Table 2 and is described with the
analytical chemistry methodology in Appendix 1. All test article dosage
formulations were within 10% of their intended concentration.

4.2A.2.2 Clinical Signs

A summary of clinical signs is shown in Tables 3 and 4 and individual data is
shown in Appendix 3. Significant clinical signs of toxicity at lower doses
included rough coat and hunched posture. Decreased activity, blue feet, and
abdominal bloating were observed in increasing incidence in surviving animals
as a function of dose level. Additionally, labored breathing, lethargy, and dark
material on the face were also sporadically observed.

42A.2.3 Body Weight

A summary of body weights and body weight gains is shown in Tables 5 and
6; males and in Tables 7 and 8; females, and individual data for both sexes is
shown in Appendix 4. In males, body weight loss was observed in all surviving
animals except the two lowest dose levels in the first week, and body weight
and total weight gains were less in these animals compared to the lower dose
levels. In females, body weight and body weight gains were generally
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unaffected by test article treatment for those animals which survived the
fourteen day observation period.

4.2A.2.4 Necropsy

The individual necropsy observations are in Appendix 5. Gross lesions observed
in the WR242511 tartrate-treated males included: at 10 mg base/kg (scar on a
liver); at 16.5 mg base/kg (scar on a liver), at 20 mg base/kg (red fluid in
cranial cavity, dilation of cecum and colon, fluid in abdominal cavity, and
enlargement of the adrenal glands); at 50 mg base/kg (red fluid in the cranial
cavity and fluid in the abdominal cavity); at 110 mg base/kg (red fluid in the
cranial cavity and fluid in the abdominal cavity); at 250 mg base/kg (red fluid
in the cranial cavity, fluid in the abdominal cavity, and irregular pigmentation
of a liver); and at 600 mg base/kg (red fluid in the cranial cavity, fluid in the
abdominal cavity, and irregular pigmentation of the liver).

Gross lesions observed in the WR242511 tartrate-treated females include: at 5
mg base/kg (lesions on kidneys); at 10 mg base/kg (fluid in pericardium); at
16.5 mg base/kg (scar on a liver, adhesion on a liver and stomach dilation); at
20 mg base/kg (red fluid in cranial cavity, dilation of cecum and colon, fluid in
abdominal cavity, irregular pigmentation of a liver and enlargement of the
heart); at 30 mg base/kg (adhesions on the liver); at 50 mg base/kg (red fluid
in the cranial cavity, fluid in the abdominal cavity and irregular liver
pigmentation); at 110 mg base/kg (red fluid in the cranial cavity, fluid in the
abdominal cavity and irregular pigmentation of liver); at 250 mg base/kg (red
fluid in the cranial cavity, fluid in the abdominal cavity, splenic enlargement,
hole in abdominal wall, and irregular pigmentation of a liver); and at 600 mg
base/kg (red fluid in the cranial cavity, fluid in the abdominal cavity, and
irregular pigmentation of a liver).

42A.2.5 Mortality .

Dose-mortality data are shown in Table 9. The intraperitoneal LD50 of
WR242511 tartrate for males is 23 mg base/kg with a 95% confidence interval
of 14 to 37 mg base/kg. The dose-mortality curve slope (probit/log dose) is
2.68. The intraperitoneal LD50 of WR242511 tartrate for females is 30 mg
base/kg with a 95% confidence interval of 14 to 66 mg base/kg. The dose-
mortality curve slope (probit/log dose) is 1.49. The LD50 and corresponding
values were calculated by the method of Litchfield and Wilcoxon (1949) and
is shown in Appendix 6.

42B WR269410
4.2B.1 Gavage
4.2B.1.1 Dosage Formulation Analysis

Dosage formulation analysis is shown in Table 2 and Appendix 2. All test
article dosage formulations were within 10% of their intended concentration.

Page 22




4.2B.2

i i 3 .=
Lﬂj [ﬁf. Zrﬁu ;"_P Contract No.: DAMD17-92-C-2001
= 5 Task Order No.: UIC-7B
UIC/TRL Study No.: 104

4.2B.1.2 Clinical Signs

A summary of clinical signs is shown in Tables 3 and 4 and individual data is
shown in Appendix 3. Signs of toxicity observed in high dose animals included
labored breathing, ataxia, comatose state, blue feet, and rough coat. In lower
dose animals, rough coats, blue feet, hunched posture, and decreased activity
(except of the lowest dose level) was seen in both sexes.

4.2B.1.3 Body Weight

A summary of body weights and body weight gains is shown in Tables 5 and
6; males and in Tables 7 and 8; females, and individual data for both sexes is
shown in Appendix 4. All surviving animals gained weight, and Appendix 4),
but surviving animals administered higher doses of WR269410 gained less
weight than animals treated at lower dose levels.

4.2B.1.4 Necropsy

Individual necropsy data are in Appendix 5. Gross lesions observed in several
of the WR269410-treated males include: at 550 mg/kg (lesions on a kidney and
a spleen); at 700 mg/kg (lesions on a kidney); at 900 mg/kg (red fluid in cranial
cavity and mottled pigmentation and enlargement of a liver); at 1150 mg/kg
(lesions on a kidney); and at 1500 mg/kg (mottled pigmentation of a liver).

Gross lesions observed in several of the WR269410-treated females included:
at 550 mg/kg (spots on lungs); and at 1500 mg/kg (red fluid in cranial cavity,
mottled pigmentation of a liver, spots on a lung, and enlargement of the adrenal
glands).

42B.1.5 Mortality

Dose-mortality data are shown in Table 9. The oral LD50 (and its 95%
confidence interval) of WR269410 for males are 420 (219 to 806) mg/kg. The
dose-mortality curve slope (probit/log dose) is 1.54. For females, the
corresponding data are 147 (70 to 310) mg/kg. The dose-mortality curve slope
(probit/log dose) is 1.44. The LD50 and corresponding values were calculated
by the method of Litchfield and Wilcoxon (1949) and are shown in
Appendix 6.

Intraperitoneal
4.2B.2.1 Dosage Formulation Analysis

Dosage formulation analysis is shown in Table 2 and Appendix 2. Three of the
five test article dosage formulations were outside of 10% of their intended
concentration. The dosage formulation of 6.0 mg/ml, the 30 mg/kg treated
animals, was administered in 15.0 % excess of its intended concentration. The
dosage formulation of 12 mg/ml, the 60 mgkg treated animals, was
administered in 29.2 % deficiency of its intended concentration. Finally, the
dosage formulation of 50.0 mg/ml, the 250 mg/kg treated animals, was
administered in 14.2 % excess of its intended concentration. These dosage
formulations were administered outside of their intended concentration because
the results of the analysis were not released prior to dosing, as it was performed
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at the University of lowa. Because these deviations would significantly affect
the determination of LD50 values, the dose-mortality data utilized the actual
dose levels administered rather than the intended dose levels, and the LD50s are
determined from these values.

4.2B.2.2 Clinical Signs

A summary of clinical signs is shown in Tables 3 and 4 and individual data is
shown in Appendix 3. Signs of toxicity (rough coat, hunched posture, blue feet,
decreased activity, and lethargy) were observed in all treatment groups. Labored
breathing and comatose state were primarily limited to the higher dose levels.

4.2B.2.3 Body Weight

A summary of body weights and body weight gains is shown in Tables 5 and
6; males and in Tables 7 and 8; females, and individual data for both sexes is
shown in Appendix 4.Body weights and body weight gains were generally
unaffected by test article treatment for those animals which survived the
fourteen day observation period.

4.2B.2.4 Necropsy

The individual necropsy data are shown in Appendix 5. Gross lesions observed
in the majority of WR269410-treated males included: at 30 mg/kg (irregular
pigmentation or lesions on kidney, scarring on spleen, and liver lesions); at 60
mg/kg (scarring on the spleen, irregularly shaped or adhesions on livers,
irregular pigmentation of kidney, heart enlargement, and fluid in cranial cavity);
at 125 mg/kg (tan lungs, red fluid in cranial cavity, and pigmentation of
testicle); at 250 mg/kg (splenic enlargement and red fluid in cranial cavity); and
at 500 mg/kg (tan-dark lung, fluid in abdominal cavity, and red fluid in cranial

cavity).

Gross lesions observed in the WR269410-treated females included: at 30 mg/kg
(scarring of kidney, scarring and enlargement of spleen, and liver adhesions and
deformities); at 60 mg/kg (irregular pigmentation of kidney, scarring and
enlargement of spleen, enlargement of heart, fluid in cranial cavity, and liver
adhesions and deformities); at 125 mg/kg (tan lungs and red fluid in cranial
cavity); at 250 mg/kg (tan-dark lung, red fluid in cranial cavity, and fluid in
abdominal cavity); and at 500 mg/kg (tan-dark lung, fluid in abdominal cavity,
and red fluid in cranial cavity)

4.2B.2.5 Mortality

The dose-mortality data are shown in Table 9. The intraperitoneal LD50 of
WR26941 for male rats is 155 mg/kg with a 95% confidence interval of 59 to
408 mg/kg. The dose-mortality curve slope (probit/log dose) is 2.08. (Appendix
6). For female rats, an intraperitoneal LD50 was estimated from log-probability
paper to be approximately 70 - 80 mg/kg. This could not be further defined as
the incidence of mortality at two juxtaposed dose levels, 43 and 134 mg/kg,
were 0% and 100%, respectively.
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DISCUSSION/CONCLUSION

This study determined and compared the acute oral and intraperitoneal toxicity of WR242511
tartrate and WR269410 in male and female rats. The oral LD50 of WR242511 tartrate for male
rats was 16.3 mg base/kg with a 95% confidence interval of 13.8 to 19.4 mg base/kg and the
dose-mortality curve slope (probit/log dose) was 8.27. The calculated LD50 for female rats was
135 mg base/kg with a 95% confidence interval of 77 to 236 mg base/kg and the dose-mortality
curve slope (probit/log dose) was 3.58. The data show that the LD50 value for males is
approximately eight-fold lower than for female rats. Thus, a significant sex difference exists in
the acute oral toxicity of WR242511 tartrate.

The calculated intraperitoneal LD50 of WR242511 tartrate in males was 23 mg base/kg with
a 95% confidence interval of 14 to 37 mg base/kg and the dose-mortality curve slope (probit/log
dose) was 2.68. In females, the LD50 was 30 mg base/kg with a 95% confidence interval of 14
to 66 mg base/kg and the dose-mortality curve slope (probit/log dose) was 1.49. Because of
the similarity of the LD50 values, and the overlap of the 95% confidence intervals, no
significant difference exists between the sexes in the acute intraperitoneal toxicity of WR242511
tartrate.  Further, the LD50 values obtained from both sexes for the intraperitoneal
administration of WR242511 tartrate were not significantly different from the LD50 value from
males given the test article orally. However, female rats appear significantly less sensitive to
the acute oral toxicity of WR242511 tartrate compared to intraperitoneal administration.

In the oral acute toxicity test of WR269410, the oral LD50 for male rats was 420 mg/kg with
a 95% confidence interval of 219 to 806 mg/kg and the dose-mortality curve slope (probit/log
dose) was 1.54. The calculated LD50 for female rats was 147 mg/kg with a 95% confidence
interval of 70 to 310 mg/kg and the dose-mortality curve slope (probit/log dose) was 1.44.
Based on these results, female rats appear to be moderately more sensitive to oral WR269410
administration than males. Although slight overlap of the two 95% confidence limits occurred,
the LD50 in males was about three times higher than in females.

In the initial range-finding tests, WR269410 was administered in 0.1% Methylcellulose/0.4%
Tween 80. Due to the physical inability to intraperitoneally administer WR269410 dosage
formulations at high enough concentrations to produce lethality, WR269410 was subsequently
administered intraperitoneally as a solution in polyethylene glycol 200 (PEG 200) after
consultation with the Sponsor. From the results of the toxicity test, the calculated
intraperitoneal LD50 of WR269410 in males was 156 mg/kg with a 95% confidence interval
of 59 to 408 mg/kg and a dose-mortality curve slope (probitlog dose) was 2.08. An LD50
value was estimated in females to be apparently 70 - 80 mg/kg. These data obtained in this
study suggest that WR242511 tartrate is more toxic than WR269410 when administered orally.
Based on the oral LD50 data and after consultation with the Sponsor, the following dose levels
are suggested to be used in the two week oral dose range-finding studies in rats of WR242511
tartrate; 0, 0.5, 2.0, and 6.2 mg base/kg/day, and of WR269410; 0, 2.0, 6.0, 18.0 mg/kg/day.
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ACUTE ORAL AND INTRAPERITONEAL TOXICITY
STUDY OF WR242511 AND WR269410 IN RATS

Table 1

Calculated LD50 Values

WR242511 Tartrate

95% Confidence | Dose- Mortality
Route Sex LD50 Interval Curve Slope
(mg base/kg) (mg base/kg) (probit/log dose)
Male 16.3 13.8 - 194 8.27
Oral
Female 135 77 - 236 3.58
Male 23753 } 14 - 37 2.68
Intraperitoneal
Female 30 14 - 66 1.49
WR269410
95% Confidence Dose-Mortality
Route Sex LD50 Interval Curve Slope
(mg/kg) (mg/kg) (probit/log dose)
Male 4207 € 219 - 806 1.54
Oral
Female 147 70 - 310 1.44
Male 155 59 - 408 2.08
Intraperitoneal
Female 70 - 80(est.) - --
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Table 2 U
ACUTE ORAL AND INTRAPERITONEAL TOXICITY
STUDY OF WR242511 AND WR269410 IN RATS
Dosage Formulation Analysis®
WR242511 Tartrate (Gavage)
Target Concentration | Actual Concentration
(mg base/ml) (mg base/ml)® % Target
2.0 1.90 + 0.0078 95.0
3.0 2.74 + 0.0023 913
4.0 3.97 + 0.0077 992
5.0 4.58 +0.0124 91.6
7.0 6.41 + 0.0109 91.5 |
10 9.71 + 0.0889 97.1
2 21.50 £ 0.1055 97.7
50 49.59 + 0.1897 99.2
120 123.67 + 0.4024 101.4
WR242511 Tartrate (Intraperitoneal)
Target Concentration | Actual Concentration
(mg base/ml) (mg base/ml)® % Target
1.0 1.00 + 0.0039 100.0
2.0 1.94 + 0.0139 97.0
3:3 3.29 +0.0241 99.7
4.0 3.97 + 0.0077 99.2
6.0 6.37 + 0.0770 106.2
10 9.71 + 0.0889 g7l
22 21.50 £ 0.1055 97.7
50 49.59 + 0.1897 9952
120 123.67 + 0.4024 101.4

. 'Mean + standard deviation for triplicate runs.

*The samples were assayed within 24 hours prior to use on Day 0.
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Table 2 (contd.)

ACUTE ORAL AND INTRAPERITONEAL TOXICITY
STUDY OF WR242511 AND WR269410 IN RATS

Dosage Formulation Analysis®

WR269410 (Gavage)

Target Concentration | Actual Concentration
(mg/ml) (mg/ml)® % Target
2.0 2.13 +0.0034 106.5 |
4.0 4.30 + 0.0601 107.5
7:5 7.82 + 0.0264 104.3
15 8.08 + 0.1122 107.7
118 11.46 + 0.0310 99.7
175 19.03 + 0.1575 108.7
295 26.70 + 0.2284 97.1 |
35.0 3491 + 0.2858 90.7
45.0 4734 +0.1992 105.2
575 61.53 +0.1389 107.0
75.0 71.45 + 0.2701 95.3
WR269410 (Intraperitoneal)
Dose Level
Target Concentration | Actual Concentration Administered
(mg/ml) (mg/ml)° % Target (mg/kg)
6.0 6.9 115.0 35
12 8.5 70.8 43
25 26.7 106.8 134
50 429 85.8 215
100 94.5 94.5 473

*Mean + standard deviation for triplicate runs.

*The samples were assayed within 24 hours prior to use on Day 0.
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Table 3.1

ACUTE ORAL TOXICITY STUDY
OF WR242511 IN RATS

STUDY: 104P024 SEX: MALE

DOSE: (mg/kg) 10 15 20 25 35 50 110 250

GROUP = 1-M 2-M 3-M LM 5-M 6-M 7-M 8-M
Scheduled Sacrifice 5 S 0 0 0 0 0 0
Animal Found Dead 0 0 S ] S S 0 0
Decreased Activity 0 0 3 2 4 4 0 0
Ataxia 0 0 0 0 0 1 0 0
Dark Material Around Nose 0 0 0 0 1 0 0 0
Hunched Posture 1 4 0 0 3 5 0 0
Labored Breathing 0 0 0 0 1 0 0 0
Lethargic 0 0 0 0 1 0 0 0
Rough Coat 5 5 S S S S 0 0
Rough Coat 1 0 0 0 0 2 2 0 0
Rough Coat 2 2 2 1 1 4 2 0 0
Rough Coat 3 5 5 5 S S 5 0 0
Hunched Posture 3 0 0 0 0 1 2 0 0
Total Number of Animals 5 5 5 ) 5 5 0 0
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Table 3.1 (Continued)

ACUTE ORAL TOXICITY STUDY
OF WR242511 IN RATS

DEAFT

...................................................................................................................................

STUDY: 104P024 SEX: MALE

DOSE: (mg/kg) 600
GROUP: 9-M

Scheduled Sacrifice
Animal Found Dead
Decreased Activity
Ataxia

Dark Material Around Nose
Hunched Posture
Labored Breathing
Lethargic

Rough Coat

Rough Coat 1

Rough Coat 2

Rough Coat 3
Runched Posture 3

o O0O0O0O0O0OO0OOO0O0OOOO

Total Number of Animals
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Table 3.2

ACUTE ORAL_TOXICITY_ STUDY OF
WR242511 IN RATS

STUDY: 104PO4A SEX: MALE

DOSE: (mg/kg) 16.5 18.0

GROUP: 1-M 2-M
Scheduled Sacrifice 2 1
Animal Found Dead 3 4
Activity Decreased 1 3
Hunched Posture 5 5
Rough Coat S 5
Hunched Posture 2 3 S
Hunched Posture 3 5 S
Rough Coat 1 3 1
Rough Coat 2 5 5
Rough Coat 3 5 5
Total Number of Animals 5 5
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Table 3.3

ACUTE INTRAPERITONEAL_ TOXICITY
STUDY OF WR242511 IN RA

STUDY: 1041P24 SEX: MALE
DOSE: (mg/kg) 20 50 110 250 600
GROUP: 1-M 2-M 3-M 4-M 5-M
Scheduled Sacrifice 1 0 0 1 0
Animal Found Dead 4 5 5 4 5
Decreased Activity 4 1 0 1 0
Dark Material Around Eyes 2 0 0 0 0
Dark Material Around Nose 3 0 0 1 0
Hunched Posture 5 3 0 1 0
Labored Breathing 1 0 0 0 0
Lethargic 1 0 0 0 0
Rough Coat 5 3 0 1 0
Rough Coat 1 5 5 5 5 5
Rough Coat 2 S 5 3 2 3
Rough Coat 3 5 5 1 1 2
Decreased Activity 1 5 3 5 4 0
Decreased Activity 2 3 0 2 1 3
Decreased Activity 3 3 5 1 1 2
Hunched Posture 1 0 0 5 5 0
Hunched Posture 2 5 5 3 2 3
Hunched Posture 3 5 5) 1 1 1
Blue Feet 2 0 3 2 1 3
Blue Feet 3 0 2 0 0 0
Abdomen Bloated 1 0 0 1 0
Abdomenal Lesion 0 0 0 1 0
Lethargic 2 0 0 0 1 0
Total Number of Animals 5 5 5 5 5
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Table 3.4

ACUTE INTRAPERITONEAL TOXICITY STUDY OF
WR242511 IN RA

STUDY: 104IP4A SEX: MALE

DOSE: (mg/kg) 5 10 16.5 30

1-M 2-M 3-M 4-M
Scheduled Sacrifice 5 5 4 2
Animal Found Dead 0 0 1 3
Activity Decreased 1 4 5 4
Dark Material Around Eyes 0 0 0 1
Dark Material Around Nose 0 1 4 1
Hunched Posture S S S 5
Rough Coat 5 5 5 5
Kunched Posture 1 1 3 S 5
KHunched Posture 2 4 5 5 5
Hunched Posture 3 5 5 5 5
Rough Coat 1 3 5 5 4
Rough Coat 2 5 5 5 5
Rough Coat 3 5 5 5 S
Abdomen Bloated 0 1 5 3
Total Number of Animals S S ] S
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Table 3.5
3 ACUTE ORAL TOXICITY

OF WR269410 I : >
UG AEF

................................................................................................................................

=N
3
=
nn

STUDY: 104P0O26 SEX: MALE
DOSE : (mg/kg) 550 700 900 1150 1500
GROUP: 1-M 2-M 3-M 4-M 5-M

Scheduled Sacrifice
Animal Found Dead
Decreased Activity
Ataxia

Comatose

Dark Material Around Eyes
Dark Material Around Nose
Hunched Posture
Labored Breathing
Lethargic

Rough Coat

Rough Coat 1

Rough Coat 2

Rough Coat 3

Blue Feet

Blue Feet 1

Blue Feet 2

Blue Feet 3

Hunched Posture 1
Hunched Posture 2
Hunched Posture 3
Decreased Activity 1
Decreased Activity 2
Decreased Activity 3
Comatose 1

Comatose 2

Comatose 3

Lethargic 1
Lethargic 2
Lethargic 3

Ataxia 1

Ataxia 2

Labored Breathing 1
Labored Breathing 2
Labored Breathing 3

1%, WONOO=SNaOGNN=SN=WNOOWVMWUMIVITUNUNUVNUNUNOOWOONONNIW
w SFHWWOOWRSNGDG NN N e NNV alt 0000 8NN
1%, VNN O = P rO00000O0OWVNWVTUNINWVNTIUVTIUVIWO N = b cd b b N\ $S o
wun SR 202 aWSsE PP NOOOOOOCOOWVNIVNTVNINVNIVIVNIWNO = NOOOaNWMN
wn VMUV OONWSRUWN=SOOO0OOO0OOWVMVNINESNTVNINESEOWa=00,M=20N0

Total Number of Animals
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Table 3.6
ACUTE %ﬁAL TOXICITY STUDY OF

269410 IN RATS = = e
DEAET
W [y Lls ¥

-----------------------------------------------------------------------------------------------------------------------------------

STUDY: 104PO6A SEX: MALE
DOSE: (mg/kg) 150 230 350
GROUP: 1-M 2-M 3-M

Scheduled Sacrifice
Animal Found Dead
Activity Decreased
Ataxia

Dark Material Around Eyes
Hunched Posture
Rough Coat

Activity Decreased 1
Activity Decreased 2
Activity Decreased 3
Hunched Posture 1
Hunched Posture 2
Hunched Posture 3
Rough Coat 1

Rough Coat 2

Rough Coat 3
Comatose 1

Comatose 2

Comatose 3

Blue Feet

Blue Feet 1

Blue Feet 2

Blue Feet 3

Blue Tail

O 0000000000000 O00O000OO0O
N NUVUVIUVIS cOOUVIWNNWE S UTUVIS We a W
N OB S ENNNRS oSN 2N NWR - o o NS o

Total Number of Animals
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Table 3.7

ACUTE ORAL TOXICITY STUDY
OF WR269410 IN RATS =

STUDY: 104PO6B SEX: MALE

DOSE: (mg/kg) 40 80 150

GROUP: 1-M 2-M 3-M
Scheduled Sacrifice ) 5 5
Decreased Activity 0 1 0
Hunched Posture 5 5 S
Rough Coat ) 5 5
Blue Feet 0 3 5
Rough Coat 1 ) ) 5
Rough Coat 2 5 5 S
Rough Coat 3 5 5 S
Blue Feet 1 3 5 5
Blue Feet 2 3 S 5
Blue Feet 3 5 S 5
Decreased Activity 0 4 5

Decreased Activity 0 4 Si .
Decreased Activity 0 3 5
Hunched Posture 1 4 ) 5
Hunched Posture 2 S 4 5
Hunched Posture 3 5 5 5
Labored Breathing 3 0 1 0
Blue Tail 0 0 1
Total Number of Animals 5 5 5
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Table 3.8

ACUTE_INTRAPERITONEAL ST
OF WR269410 IN RATS UD%—\

STUDY: 104IP26 SEX: MALE

DOSE: (mg/kg) 30 60 125 250 500
GROUP: 1-M 2-M 3-M 4-M 5-M

Scheduted Sacrifice
Animat Found Dead
Decreased Activity
Dark Material Around Nose
Hunched Posture
Lethargic

Rough Coat

Blue Feet

Hunched Posture #1
Hunched Posture #2
Hunched Posture #3
Decreased Activity #1
Decreased Activity #2
Decreased Activity #3
Rough Coat #1

Rough Coat #2

Rough Coat #3

Blue Feet #1

Blue Feet #2

Blue Feet #3
Lethargic #1
Lethargic #2
Lethargic #3

Labored Breathing #1
Labored Breathing #2
Labored Breathing #3
Comatose #1

Comatose #2

Comatose #3

Vi OQOO0O0O0OO0O0O—LWHRUVIVIVIVIEANS NV NWOUVIOUNaaowm
VI Q00O O0OONUVIWUVIVIUVIVITVTIUVTIWON VIS OOVIOVIONOW
UV NUWNWWWALASNQDQUIVITVIVIVISNONNNO N WONWN
UV WWHWHWWWOOOVIVIVIVIVIVINNINNNSNONONWN
UV NN HWN WD Q0 WWUVTIWWUVIOON @B N a O

Total Number of Animals
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Table 4.1
ACUTE ORAL TOXICITY STUDY

OF WR242511 IN RATS B EBI & [E (E

SUMMARY OF CLINICAL SIGNS

................................................................................................ B i S A g

STUDY: 104P024 SEX: FEMALE

DOSE:(mg/kg) 10 15 20 25 35 50 110 250

CROUP: 1-F 2-F 3-F 4-F S-F 6-F 7-F 8-F
Scheduled Sacrifice 0 0 5 0 0 5 3 1
Animal Found Dead 0 0 0 0 0 0 2 4
Decreased Activity 0 0 0 0 0 0 4 2
Ataxia 0 0 0 0 0 0 0 1
Dark Material Around Eyes 0 0 0 0 0 0 0 2
Dark Material Around Nose 0 0 0 0 0 0 0 1
Hunched Posture 0 0 0 0 0 4 5 5
Labored Breathing 0 0 0 0 0 0 0 1
Rough Coat 0 0 5 0 0 5 5 5
Rough Coat 2 0 0 0 0 0 0 2 5
Rough Coat 3 0 0 2 0 0 5 4 S
Hunched Posture? 0 0 0 0 0 0 0 0
Hunched Posture 3 0 0 0 0 0 2 1 5
Decreased Activity 2 0 0 0 0 0 0 0 0
Decreased Activity 3 0 0 0 0 0 0 0 1
Total Number of Animals 0 0 5 0 0 5 5 S
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Table 4.1 (Continued)
ACUTE ORAL TOXICITY STU

OF WR242511  IN RATS q@ (R A Bé F

STUDY: 104P024 SEX: FEMALE
DOSE:(mg/kg) 600
GROUP:

Scheduled Sacrifice
Animal Found Dead
Decreased Activity
Ataxia

Dark Material Around Eyes
Dark Material Around Nose
Hunched Posture

Labored Breathing

Rough Coat

Rough Coat 2

Rough Coat 3

Hunched Posture2

Hunched Posture 3
Decreased Activity 2
Decreased Activity 3

v oMV VIVITNONOOONUVIO

Total Number of Animals
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Table 4.2
ACUTE INTRAPERITONEAL_ TOXICITY

STUDY OF WR242511 IN RATS @ B_)B & [5 F
2

STUDY: 104IP24 SEX: FEMALE
DOSE:(mg/kg) 20 50 110 250 600
GROUP: 1-F 2-F 3-F 4-F 5-F
Scheduled Sacrifice 2 0 0 0 0
Animal Found Oead 3 5 5 3 5
Decreased Activity 0 1 1 0 0
Dark Material Around Nose 2 . 2 0 0 0
Hunched Posture 5 5 1 0 0
Lethargic 1 1 0 0 0
Rough Coat 5 > 1 0 0
Rough Coat 1 3 5 5 1 5
Rough Coat 2 5 5 2 0 1
Rough Coat 3 5 5 2 0 0
Decreased Activity 1 0 5 4 0 3
Decreased Activity 2 0 3 0 0 0
Decreased Activity 3 0 3 1 0 0
Hunched Posture 1 2 5 ] 1 0
Hunched Posture 2 5 5 1 0 1
Hunched Posture 3 5 5 2 0 0
Blue Feet 1 0 0 0 1 0
Blue Feet 2 0 5 1 0 1
Blue Feet 3 0 2 2 0 0
Abdomen Bloated 4 4 0 0 0
Lethargic 1 0 0 0 1 0
Lethargic 2 0 0 1 0 1
Lethargic 3 0 0 1 0 0
Total Number of Animals 5 5 5 5 5
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Table 4.3
ACUTE INTRAPERITONEAL TOXICITY STUDY OF

WR242511 IN RATS BE
URAPT
U

STUDY: 104IP4A SEX: FEMALE

DOSE: (mg/kg) S 10 16.5 30

GROUP: 1-F 2-F 3-F 4-F
Scheduled Sacrifice 5 5 ) 2
Animal Found Dead 0 0 0 3
Activity Decreased 3 4 3 3
Hunched Posture 5 5 5 )
Rough Coat 5 5 -] 5
Activity Decreased 1 0 0 0 1
Activity Decreased 2 0 0 0 1
Hunched Posture 1 0 5 5 5
Hunched Posture 2 5 S 5 5
Hunched Posture 3 5 5 5 S
Rough Coat 1 0 2 5 5
Rough Coat 2 1 5 5 5
Rough Coat 3 S 5 5 5
Blue Feet 0 0 0 2
Abdomen Bloated 0 0 3 4
Total Number of Animals S S 5 5
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Table 4.4
ACUTE ORAL TOXICITY STUDY

OF WR269410 Ig RATS
IRAET
Ly

STUDY: 104PO26 SEX: FEMALE
DOSE : (mg/kg) 550 700 900 1150 1500
GROUP: 1-F 2-F 3-F 4-F 5-F
Scheduled Sacrifice 1 1 0 2 0
Animal Found Dead 4 4 5 3 5
Decreased Activity 1 1 0 4 1
Ataxia 0 0 0 1 1
Comatose 1 0 0 1 1
Dark Material Around Eyes 0 0 0 1 0
Hunched Posture 1 1 0 4 1
tabored Breathing 1 0 0 1 1
Rough Coat 2 1 0 5 2
First Clinical Sign 1 0 1 0 2
Second Clinical Sign 0 1 1 0 0
Third Clinical Sign 1 1 1 0 0
Rough Coat 1 4 5 4 4 3
Rough Coat 2 4 4 3 5 3
Rough Coat 3 3 3 2 5 3
Blue Feet 2 1 0 5 2
Blue Feet 1 4 5 4 5 3
Blue Feet 2 4 4 3 5 3
Blue Feet 3 3 3 2 5 3
Hunched Posture 1 0 1 0 2 0
Hunched Posture 2 1 1 0 2 0
Hunched Posture 3 1 1 0 2 0
Decreased Activity 1 0 1 0 2 0
Decreased Activity 2 0 1 0 0 0
Decreased Activity 3 1 0 0 3 0
Comatose 1 3 4 4 1 1
Comatose 2 2 3 3 2 2
Comatose 3 2 2 2 1 2
tethargic 1 1 0 0 2 2
tethargic 2 2 0 0 3 1
tethargic 3 0 1 0 1 1
Ataxia 2 0 0 0 2 0
Ataxia 3 1 0 0 2 0
Labored 8reathing 1 3 4 4 2 3
tabored Breathing 2 3 3 3 3 3
Labored Breathing 3 2 2 2 3 2
Tip of Tail Darkened 0 0 0 3 0
End Half of Tail Darkened 0 0 0 1 0
Total Number of Animals 5 5 5 5 5
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Table 4.5

ACUTE ORAL TOXIC
WR269410 I

T

zH

STUDY: 104PO6A SEX: FEMALE
DOSE: (mg/kg) 150 230 350
GROUP: 1-F 2-F 3-F

Scheduled Sacrifice
Animal Found Dead
Activity Decreased
Comatose

Hunched Posture
Labored Breathing
Rough Coat

Activity Decreased 1
Activity Decreased 2
Activity Decreased 3
Hunched Posture 1
Hunched Posture 2
Hunched Posture 3
Rough Coat 1

Rough Coat 2

Rough Coat 3
Comatose 1

Comatose 2

Comatose 3

Blue Feet

Blue Feet 1

Blue Feet 2

Blue Feet 3

Blue Tail

SUHE P WOOOWR SR L RS RE W= OW
SHWE S NN WWWWN = s b 2 O O s s

wi OHFHVOSLFHrWAaAGNOOODODOO20000O0OVO

Total Number of Animals

wi
wvi
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Table 4.6

ACUTE ORAL TOXICITYTETUDY

OF W

69410

STUDY:

104P0O6B

DOSE: (mg/kg)

GROUP:

Scheduled Sacrifice
Decreased Activity
Hunched Posture
Rough Coat

Blue Feet

Rough Coat 1

Rough Coat 2
Rough Coat 3

Blue feet 1

Blue Feet 2

Blue feet 3
Decreased Activity
Decreased Activity
Decreased Activity
Hunched Posture 1
Hunched Posture 2
Hunched Posture 3
Blue Tail

Total Number of Animals
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Table 4.7
ACUTE_INTRAPERITONEAL STUDY

STUDY: 104IP26 SEX: FEMALE
DOSE: (mg/kg) 30 60 125 250 500
GROUP: 1-F 2-F 3-F 4-F 5-F

Scheduled Sacrifice
Animal Found Dead
Comatose

Decreased Activity
Hunched Posture
Labored Breathing
Rough Coat

Blue Feet

Hunched Posture #1
Hunched Posture #2
Hunched Posture #3
Decreased Activity #1
Decreased Activity #2
Decreased Activity #3
Rough Coat #1

Rough Coat #2

Rough Coat #3

Blue Feet #1

Blue Feet #2

Blue Feet #3
Lethargic #1
Lethargic #2
Lethargic #3

Labored Breathing #1
Labored Breathing #2
Labored Breathing #3
Comatose #1

Comatose #2

Comatose #3

w COOCOO=_ S HUVTVNIVIVIVNIS S 2 aTUVTIONVIOVNIOOO W
w OO0 0OCOULWVIHVINTVIVTNIVINO - NISO0OVIOVISN OO W
[V, ) VIVIUUnnvVIioOoO OV VINTVIO 0000022200 -0
w SFEHEVBPPVNOOON SN UVIODOD00000O0O0OOWVIO
w NNENNSFOO—LNNUVINNVOOOO 2 —2000000WVIO

Total Number of Animals
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Table 5.1
ACUTE ORAL TOXICITY STUDY

OF WR242511 Ig RATS e
DRAPT

STUDY: 104P024 SEX: MALE

DOSE: (mg/kg) 1 15 20 25 35 50 110 250

PERIOD GROUP: 1-M 2-M 3-M 4-M 5-M 6-M 7-M 8-M
DAY -3 MEAN 280.2 274.7 280.5 278.8 280.4 279.2 co =
$.D 14.27 12.51 17.45 12.47 14.49 10.78 i --

b 5 5 5 5 5 5 0 0

DAY 0 MEAN 275.2 273.8 279.7 278.6 280.5 277.9 == a=
s.D. 17.50 9.48 19.86 13.18 13.05 12.69 - =

N 5 5 5 5 5 5 0 0

DAY 7 MEAN 334.1 328.4 e -~ -- -- -- --
s.D 30.21 26.41 -~ -- -- -- -- --

N 5 5 0 0 0 0 0 0

DAY 14 MEAN 367.6 392.2 -- -- -- -- -- --
s.D. 53.32 57.23 = -- -- -- -- --

M 5 5 0 0 0 0 0 0

-- = Data Unavailable
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Table 5.1 (Continued)

ACUTE ORAL TOXICITY STUDY
OF WR242511 IN RAT

_____________________________________________________________________________________ IRART

....................................................................................................................................

STUDY: 104P024 SEX: MALE
DOSE: (mg/kg) 600
PERIOD GROUP: 9-M
DAY -3 MEAN --
$.D. -
N 0
DAY 0 MEAN --
s.D. =3
N 0
DAY 7 MEAN 2=
S.D. =2
N 0
DAY 14 MEAN -i=
S.D. ==
N 0
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Table 5.2
ACUTE ORAL TOXICITY STUDY OF

WR242511 IN RATS =
.[;ICA a7
Dmﬁﬁﬁl

STUDY: 104PO4A SEX: MALE

DOSE: (mg/kg) 16.5 18.0

PER10D GROUP ; 1-M 2-M
DAY -2 MEAN 359.8 363.7
S.D 21.80 27.93

N 5 5

DAY 0 MEAN 339.3 341.0
s.D. 18.10 26.98

N 5 5

DAY 7 MEAN 335.7 390.8
s.D. 14,35 0.00

N 2 1

DAY 14 MEAN 386.3 438.4
s.D. 13.93 0.00

N 2 1
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Table 5.3
ACUTE INTRAPERITONEAIL TOXICITY

STUDY OF WR242511 IN RATS :B L% [Z‘%\X E L—Lr

STUDY: 104IP24 SEX: MALE
DOSE: (mg/kg) 20 50 110 250 600
PERIOD GROUP: 1-M 2-M 3-M 4-M 5-M
DAY -3 MEAN 278.7 280.7 278.7 278.6 277.9
s.D 1.7 13.85 12.63 13.94 12.59
N 5 5 5 5
DAY 0 MEAN 305.9 303.4 301.6 300.9 304.1
S.D. 15.01 14.69 13.12 17.13 14.94
N 5 5 5 5 5
DAY 7 MEAN 291.8 7= == 298.4 =S
S.D. 0.00 S =X 0.00 ag
N 1 0 0 1 0
DAY 14 MEAN 352.8 = 22 348.2 =
s.D. 0.00 et =i 0.00 ==
N 1 0 0 1 0
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Table 5.4
ACUTE INTRAPERITONEAL TOE&%ITY STUDY OF

42511 IN e
?!ggﬂgg

STUDY: 104IP4A SEX: MALE
DOSE: (mg/kg) 5 10 16.5 30
PERIOD GROUP: 1-M 2-M 3-M 4N
DAY -2 MEAN 364.1 362.9 365.9 362.8
s.D 28.60 .77 25.40 24.75
N 5 5 5 5
DAY O MEAN 360.6 371.8 376.3 366.8
s.D. 30.45 21.41 28.99 25.77
N 5 5 5 5
DAY 7 MEAN 397.0 410.5 369.9 390.7
s.D. 35.31 25.13 20.31 9.47
N 5 5 2
DAY 14 MEAN 436.0 445.9 407.1 445.5
S.D. 42.88 20.50 31.69 4.17
N 5 9 4 2
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Table 5.5

ACUTE ORAL TOXICITY STUDY
OF WR269410 IN S

STUDY: 104P0O26 SEX: MALE
DOSE: (mg/kg) 550 700 900 1150 1500
PERIQD GROUP : 1-M 2-K 3-M 4-M 5-M
DAY -4 MEAN 281.5 276.0 279.9 281.2 279.9
s.D 12.82 16.04 10.46 14.22 17.95
N S 5 S 5 S
DAY 0 MEAN 288.2 283.2 286.1 289.6 287.8
S.D 9.57 20.28 24.18 15.95 19.75
N S ] S 5 S
DAY 7 MEAN 319.5 307.9 278.7 270.1 &
s.0 16.86 26.48 0.00 5.73 s
N 3 3 1 2 0
DAY 14 MEAN 388.5 375.6 392.6 355.1 5
s.D 16.60 32.25 0.00 21.07 =3
N 3 1 2 0
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Table 5.6

iy UDY OF

n3

ACUTE ORAL TOXIC
WR269410 I

Z4

STUDY: 104PO6A SEX: MALE

DOSE: (mg/kg) 150 230 350

PERIOD GROUP : 1-M 2-M 3-M

DAY -2 MEAN 3% 363.1 353.7
s.D =3 17.88 26.19
N 0 5

DAY 7 MEAN -- 356.9 412.5
S.D = 48.99 0.00
N 0 3 1

DAY 14 MEAN == 426.2 468.1
s.0 -- 43.61 0.00
N 0 3 1
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Table 5.7

ACUTE_ORAIL TOXI
OF WR269410 I

20
=]
=)
=
vy
ey

----------------------------------------------------------------------------------------------------------------------------------

-----------------------------------------------------------------------------------------------------------------------------------

STUDY: 104PO6B SEX: MALE
DOSE: (mg/kg) 40 80 150
PERIOD GROUP: 1-M 2-M 3-M
DAY -3 MEAN 185.2 186.1 186.2
s.D. 8.99 12.09 9.69
N 5 5 5
DAY 0 MEAN 196.8 200.1 194.6
s.D. 8.17 14.75 8.34
N 5 5 5
DAY 7 MEAN a77.s5 269.6 268.0
s.D. 7.47 13.63 6.50
N 5 5 5
DAY 14 MEAN 348.8 335.0 329.3
s.D. 10.78 25.51 15.77
N 5 5 5
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Table 5.8

ACUTE_INTRAPERITONEAL STUDY
OF WR269410 IN RATS

STUDY: 104IP26 SEX: MALE
DOSE: (mg/kg) 30 60 125 250 500
PER10D GROUP: 1-M 2-M 3-M 4-M 5-M
DAY -3 MEAN 256.4 258.4 256.8 253.3 257.9
s.D. 14.25 15.65 11.24 15.38 11.13
N 5 5 5 5
DAY 0 MEAN 275.9 276.9 277.1 271.2 275.8
s.D. 13.95 15.63 13.42 13.15 9.18
N 5 5 5 5 5
DAY 7 MEAN 311.6 302.9 321.9 306.0 316.3
s.D. 23.54 18.18 32.46 12.80 0.00
N 5 5 2 2 1
DAY 14 MEAN 362.7 351.5 363.1 360.2 381.5
s.D. 34.47 23.38 35.78 23.41 0.00
N 5 s 2 2 1
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Table 6.1
ACUTE ORAL TOXICITY STUDY

OF WR242511 IN RATS @ Eﬂ [Q [} o
i

STUDY: 104P024 SEX: MALE
DOSE: (mg/kg) 10 15 20 25 35 50 110 250
PERIOD GROUP: 1-M 2-M 3-M 4-M 5-M 6-M 7-M 8-M
DAY 7 MEAN 58.9 54.6 -- -- - -- 5 oo
s.D. 14.76 21.66 -- -- -- -- T iz
N 5 5 0 0 0 0 0
DAY 14 MEAN 33.5 63.8 -- -- -- -- = =
S.D 26.50 40.23 -- -- -- = <t =
N 5 5 0 0 0 0 0 0
TOTAL GAIN MEAN 92.4 118.4 -- -- -- s e e
S.D. 40.69 52.80 -- -- -- o =t =
N 5 5 0 0 0 0 0 0

-- = Data Unavailable
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Table 6.1 (Continued)

ACUTE ORAL TOXICITY STUDY
OF WR242511 IN RATS

STUDY: 104P024 SEX: MALE
DOSE: (mg/kg) 600
PERIOD GROUP; 9-M
DAY 7 MEAN E1)
S.D. =)
N 0
DAY 14 MEAN O
S.D. o
N 0
TOTAL GAIN MEAN CES
S.D. 2
N 0
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Table 6.2

ACUTE ORAL TOXICITY STUDY OF
WR242511 IN RATS : F? = e
il
BRI & F 4
"""""""""""""""""""""""" SUMMARY OF WEIGHT GAINS (erems) 7
o STUDY: 104PO4A SEX: MALE
DOSE: (mg/kg) 16.5 18.0
PERIOD GROUP : 1-M 2-M
DAY 7 MEAN 13.8 52.5
s.D 7.71 0.00
N 2 1
DAY 14 MEAN 50.6 47.6
s.D. 0.42 0.00
N 2 1
TOTAL GAIN MEAN 64.4 100.1
s.D. 7.28 0.00
N 2 1
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Table 6.3

ACUTE INTRAPERITONEAL_ TOXICITY
STUDY OF WR242511 IN RATS —~ — ~ —= —

STUDY: 104IP24 SEX: MALE

DOSE: (mg/kg) 20 50 110 250 600

PER10D GROUP: 1-M 2-M 3-M 4-M 5-M
DAY 7 MEAN -36.9 -- .. *10.7 -
s.D. 0.00 .- = 0.00 1o

N 1 0 0 1 0

DAY 14 MEAN 61.0 .- = 49.8 ==
s.D. 0.00 .- = 0.00 s

N 1 0 0 1 0

TOTAL GAIN MEAN 2.1 -- -- 39.1 aa
s.D. 0.00 - o 0.00 e

N 1 0 0 1 0
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Table 6.4

ACUTE INTRAPERITONEAL TOXICITY STUDY OF
WR242511 IN RATS ~ -

6‘ s ??

STUDY: 104IP4A SEX: MALE
DOSE: (mg/kg) 5 10 16.5 30
PERIOD GROUP: 1-M 2-M 3-M 4-M
DAY 7 MEAN 36.4 38.8 -4.4 -0.6
S.D. 7.76 4.99 36.70 5.52
N 5 5 5 2
DAY 14 MEAN 39.0 35.4 37.0 54.8
S.D. 8.81 7.86 13.76 5.30
N o) S 4 2
TOTAL GAIN MEAN 75.4 74.1 44.1 564.2
S.D. 13.73 5.56 42.11 0.21
N 5 4 2

Page 60




Table 6.5
ACUTE ORAL TOXICITY STUD

OF WR269410 IN RATS i jQ 7 S0 T

it ! u 1' il i i

HRhER

""""""""""""""""""""""""""" SUMMARY OF WEIGHT GAINS erams)
STUDY: 104P026 SEX: MALE
DOSE: (mg/kg) 550 700 900 1150 1500
PERIOD GROUP: 1-M 2-M 3-M 4-M S-M
DAY 7 MEAN 30.0 25.7 -25.7 -12.0 7
S.D. 6.19 2.27 0.00 15.20 ==
N 3 3 1 2
DAY 14 MEAN 69.0 67.7 113.9 85.1 .-
S.D. 1.46 5.80 0.00 15.34 --
N 3 3 1 2 0
TOTAL GAIN MEAN 99.0 93.4 88.2 73.1 .-
S.D. 7.07 5.88 0.00 0.14 --
N 3 3 1 2 0
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Table 6.6

ACUTE ORAL TOXICITY STUDY OF
WR269410  IN RATS . _ -
X /B 15 7
ool a4

STUDY: 104PO6A SEX: MALE

DOSE: (mg/kg) 150 230 350

PERIOD GROUP: 1-M 2-M 3-M
DAY 7 MEAN = 10.4 48.0
s.D. = 29.40 0.00

N 0 3 1

DAY 14 MEAN < 69.3 55.6
s.D. he 7.30 0.00

N 0 3 1

TOTAL GAIN MEAN At 79.7 103.6
s.D. == 22.56 0.00

N 0 3 1
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Table 6.7
ACUTE ORAL TOXICITY STUDY

OF WR269410 IN RATS ‘E} q; EX r; E?
"""""""""""""""""""""""" SUMMARY OF WEIGHT GAINS (6ramsy
STUDY: 104P0O6B SEX: MALE
DOSE: (mg/kg) 4 80 150
PERIOD GROUP: 1-M 2-M 3-M
DAY 7 MEAN 80.7 69.5 73.4
s.0 5.30 13.98 11.14
N 5 5 5
DAY 14 MEAN 71.3 65.4 61.3
s.D. 7.14 17.65 9.75
N 5 5 5
TOTAL GAIN MEAN 152.0 134.9 134.7
S.D. 11.93 31.47 19.98
N ) 5
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Table 6.8

ACUTE_INTRAPERITONEAL STUDY
OF WR269410 IN RATS =

STUDY: 104IP26 SEX: MALE

DOSE: (mg/kg) 30 60 125 250 500

PERIOD GROUP: 1-M 2-M 3-M 4-M 5-M
DAY 7 MEAN 35.7 26.1 39.9 45.7 39.7
s.D 18.73 9.81 15.63 0.71 0.00

N 5 S 2 2 1

DAY 14 MEAN 51.1 48.6 41.3 54.2 65.2
s.D. 15.25 8.37 3.32 10.61 0.00

N 5 5 2 1

TOTAL GAIN MEAN 86.8 74.7 81.1 99.9 104.9
s.D. 27.68 14.62 18.95 9.90 0.00

N 5 5 2 2 1
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Table 7.1
ACUTE ORAL TOXICITY STUDY

OF WR242511 IN RATS D @ m IF LT
v LIL; e |

STUDY: 104P024 SEX: FEMALE

DOSE: (mg/kg) 10 15 20 25 35 50 110 250

PERIOD GROUP: 1-F 2-F 3-F 4-F 5-F 6-F 7-F 8-F
DAY -3 MEAN L o= 204.4 = = 205.0 202.7 204.1
s.D EC -- 13.57 .- s 12.46 13.30 11.29

N 0 0 5 0 0 5 5 5

DAY 0 MEAN 4 =i 198.6 1 S 200.3 194.9 199.2
s.D. -- s 12.12 o] o 9.78 11.55 9.56

N 0 0 5 0 0 5 5 5

DAY 7 MEAN s by 225.0 o == 221.9 189.3 155.7
S.D. o e 16.48 == =i 15.87 3.2 0.00

N 0 0 5 0 0 5 4 1

DAY 14 MEAN G = 269.8 EE 25 237.3 239.4 198.4
S.D. 7= == 50.04 -- 22 21.81 11.15 0.00

N 0 0 5 0 0 5 3 1

-- = Data Unavailable
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Table 7.1 (continued)

ACUTE ORAL TOXICITY STUDY
OF WR242511 IN RATS

STUDY: 104P024 SEX: FEMALE

DOSE: (mg/kg) 600

PERIOD GROUP: 9-F
DAY -3 MEAN 206.6
s.D. 13.72

N 5

DAY 0 MEAN 202.7
S.D. 9.43

N 5

DAY 7 MEAN DX
S.D. .-

N 0

DAY 14 MEAN --
S.D. .-

N 0

-- = Data Unavailable
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Table 7.2
ACUTE INTRAPERIEggEAL

T CI

STUDY OF WR2 11 IN RATS
@m 1[;\& E '\T
U ’

STUDY: 104IP24 SEX: FEMALE

DOSE: (mg/kg) 20 50 110 250 600

PERIOD GROUP : 1=k 2-F 3= 4-F 5-F
DAY -3 MEAN 203.5 202.8 202.6 204.6 202.4
s.D 11.58 16.83 15.09 13.17 10.84

N 5 5 5 5 5

DAY 0 MEAN 216.7 212.4 211.2 214.8 210.7
s.D. 11.86 12.61 17.29 16.88 10.12

N 5 5 5 5 5

DAY 7 MEAN 216.8 -- -- -- --
s.D. 2.12 =c -- .- --

N 2 0 0 0 0

DAY 14 MEAN 252.7 g -- -- --
s.D. 15.91 s -~ -- --

N 2 0 0 0 0

-- = Data Unavailable
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Table 7.3

ACUTE INTRAP%E%EONEAL TOXIC%TY STUDY OF

2511 IN RAT =
ny 1o Im\ |H i
i Lo 1
i LJ' lra i
""""""""""""""""" SUMMARY OF BODY WEIGHTS (Grams)
"""""""" STUDY: 104IP4A SEX: FEMALE
DOSE: (mg/kg) S 10 16.5 30
FERIOD GROUP: 1-F 2-F 3-F 4-F
DAY -2 MEAN 234.6 235.3 239.9 237.3
s.D 23.07 22.76 20.45 19.73
N S S S S
DAY O MEAN 236.8 233.6 239.9 236.0
S.D. 21.89 22.76 19.59 20.23
N S S S 5
DAY 7 MEAN 250.4 251.6 259.6 227.0
s.D. 17.90 25.14 26.54 14.22
N S S S 3
CAY 14 MEAN 261.0 266.2 269.5 253.4
S.D. 17.42 29.18 26.77 5.59
N S S S 2
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Table 7.4

ACREE, 5 TR R ST
\ 2t e
DR AR
cUU A U
""""""""""""""""""""""" SUMMARY OF BODY WEIGHTS (Grams)
""""""""" STUDY: 104P026 SEX: FEMALE
DOSE: (mg/kg) 550 700 900 1150 1500
PERIOD GROUP : 1-F 2-F 3-F 4-F S-F
DAY -4 MEAN 198.4 199.4 200.4 202.3 203.2
s.D 13.78 11.63 11.04 12.91 12.46
N S 5 5| S S
DAY 0 MEAN 204.3 198.1 199.4 205.1 205.1
S.D. 18.70 14.51 8.29 15.29 14.11
N 5 S S 5 S
DAY 7 MEAN 207.5 200.2 -- 208.4 --
s.D 0.00 0.00 -- 29.77 -
N 1 1 0 2 0
DAY 14 MEAN 229.5 232.2 == 251.4 .-
s.D 0.00 0.00 -- 44.19 .-
N 1 1 0 2 0

-- = Data Unavailable
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Table 7.5

ACUTE ORAL TOXICITY STUDY OF
WR269410 IN RATS

STUDY: 104PO6A SEX: FEMALE
DOSE: (mg/kg) 150 230 35
PER10D GROUP: 1-F 2-F 3-F
DAY -2 MEAN 240.3 239.2 239.2
s.D 21.01 20.22 19.7
N 5 5 5
DAY 7 MEAN 245.8 s 224.2
s.D 8.79 0.00
N 3 0 1
DAY 14 MEAN 267.9 = 254.0
s.D. 17.75 i 0.00
N 3 D 1

-- = Data Unavailable
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Table 7.6

ACUTE ORAL TOXICITY STUDY
OF WR269410 IN RATS

...................................................................................... SRR ARG
SUMMARY OF BODY WEIGHTS (Grams)
---------- STUDY: 104PO6B SEX: FEMALE
DOSE: (mg/kg) 40 80 150
PERIOD GROUP: 1-F 2-F 3-fF
DAY -3 MEAN 163.2 164.3 --
s.D. 11.08 9.24 --
N S S 0
DAY 0 MEAN 165.9 170.0 .-
S.D. 11.31 10.80 --
N S S 0
DAY 7 MEAN 201.1 208.2 --
S.D. 13.54 146.23 --
N S 0
DAY 14 MEAN 231.8 261.3 --
s.D. 14.29 16.48 --
N 5 5 0

-- = Data Unavailable
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Table 7.7

ACUTE_INTRAPERITONEAL STUDY
OF WR269410 IN RATS

STUDY: 104IP26 SEX: FEMALE
DOSE: (mg/kg) 30 60 125 250 500
PERIOD GROUP: 1-F 2-F 3-F 4-F 5-F
DAY -3 MEAN 199.1 200.1 200.7 197.6 198.0
S.D 8.33 1.7 9.26 11.89 10.23
N 5 5 5 5 5
DAY O MEAN 207.5 205.6 204.4 205.2 205.4
s.D. 10.45 13.98 11.00 11.55 13.33
N 5 5 5 5 5
DAY 7 MEAN 228.9 232.3 Lz GE R
s.D. 14.62 17.39 S5 -- =
N 5 5 0 0 0
DAY 14 MEAN 253.8 251.4 -- -- --
S.D. 19.22 19.93 = == ci=
N 5 5 0 0 0

-- = Data Uravailable
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Table 8.1

ACUTE ORAL TOXICITY STUDY
OF WR242511 IN RATS —

r ;—1 =)
PR
LSENE A=
o SUMMARY OF WEIGHT GAINS (Grams)
STUDY: 104P024 SEX: FEMALE

DOSE: {mg/kg) 10 15 20 25 35 50 110 250
PERIOD GROUP: 1-F 2-F 3-F 4-F S-F 6-F 7-F 8-F
DAY 7 MEAN .- o 26.4 .- -- 21.6 -4.9 -33.6
s.D. o == 9.01 -- -- 7.40 26.70 0.00
N 0 0 5 0 0 5 4 1
DAY 14 MEAN - = 44.9 -- o 15.4 38.9 42.7
S.D. -- -- 43.95 -- -- 26.36 17.16 0.00
N 0 0 S 0 0 5 3 1
TOTAL GAIN MEAN .- 0o 71.2 .- -- 37.0 46.3 9.1
s.D. -- 33 44 .59 -- -- 26.19 4.92 0.00
N 0 0 5 0 0 5 3 1

-- = Data Unavailable
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Table 8.1 (Continued)

ACUTE ORAL TOXICITY STUDY
OF WR242511 IN RATS

STUDY: 104P024 SEX: FEMALE
DOSE: (mg/kg) 600
PERIOD GROUP: 9-F
DAY 7 MEAN =i
s.D. =io
N 0
DAY 14 MEAN ==
S.D. --
N Y
TOTAL GAIN MEAN .-
s.D. i
N 0

-- = Data Unavailable
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Table 8.2

ACUTE INTRAPERITONEAL_TOXICI — ]
STUDY OF WR242511 IN RATS “U !D' /\ iE

STUDY: 104IP24 SEX: FEMALE
DOSE: (mg/kg) 20 50 110 250 600
PERIOD GROUP: 1-F Big 3-F 4F S-F
DAY 7 MEAN -5.8 - = e .
$.D. Ltk .- .- - o
N 2 0 0 0 0
DAY 14 MEAN 35.9 = ye ” -
s.D. 13.79 = - o b
N 2 0 0 0 0
TOTAL GAIN MEAN 30.1 5 o - ..
s.D. 18.53 5 o <t -
N 2 0 0 0 0

-- = Data Unavailable
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Table 8.3
ACUTE INTRAPERITONEAL TOXICITY STUDY OF
WR242511 IN RATS ;

DRRNANE

STUDY: 104IP4A SEX: FEMALE

DOSE: (mg/kg) 5 10 16.5 30

PERIOD GROUP: 1-F 2-F 3-F 4-F
TAY 7 MEAN 13.6 18.0 19.6 -8.0
s.p. 5.45 5.64 7.90 38.56

N 5 5 5 3

CAY 14 MEAN 10.6 14.5 9.9 18.6
s.D. 3.33 5.66 3.65 127

N 5 5 5 2

TOTAL GAIN MEAN 2.2 32.6 29.6 32.3
s.D. 4.91 8.86 7.60 13.65

N 5 5 5 2
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Table 8.4

ACUTE ORAL TOXICITY STUDY
OF WR269410 IN RATS

STUDY: 104P026
(mg/kg)

DOSE:

SEX: FEMALE

1150
4-F

DAY 14 MEAN

TOTAL GAIN MEAN

-- = Data Unavailable
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Table 8.5

ACUTE ORAL TOXIC
WR269410 I

T

ZH

STUDY: 104PO6A SEX: FEMALE

DOSE: (mg/kg) 150 230 350

PER10D GROUP: 1-F 2-F 3-F
DAY 7 MEAN 21.4 “s 1.3
s.0. 9.45 e 0.00

N 3 0 1

DAY 14 MEAN 223 =% 29.8
s.0. 9.04 .- 0.00

N 3 0 1

TOTAL GAIN MEAN © 43.5 o 3.1
s.D. 14.78 2t 0.00

N 3 0 1

-- = Data Unavailable
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Table 8.6

ACUTE ORAL TOXIC
OF WR269410 IN RAT

STUDY: 104PO6B SEX: FEMALE
DOSE: (mg/kg) 40 80 150
PERIOD GROUP: =5 &F 3P
DAY 7 MEAN 2 38.1 5
s.0. 6.84 4.67 o
N 5 5 0
DAY 14 MEAN 30.7 33.2 =i#
8.0, 1.85 6.89 u=
N 5 5 0
TOTAL GAIN MEAN 65.9 71.3 &
s.D. 6.95 10.10 =i
N 5 5 0

-- = Data Unavailable
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Table 8.7

ACUTE_INTRAPERITONEAL STUDY
OF WR269410 IN RATS ey

STUDY: 1041IP26 SEX: FEMALE
DOSE: (mg/kg) 30 60 125 250 500
PER10D GROUP: 1-F 2-F 3-F 4-F 5-F
DAY 7 MEAN 21.4 26.7 -- e o
s.D. 9.98 9.24 2= - .
N 5 5 0 0 0
DAY 14 MEAN 24.9 19.1 -- ge =
s.D. 6.28 10.20 ot 2 o
N 5 5 0 0 0
TOTAL GAIN MEAN 46.3 45.8 = 5o -
s.D. 12.98 6.32 - - v
N 5 5 0 0 0

-- = Data Unavailable
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Table 9

5
e

=

_/:cj

A

==

ACUTE ORAL AND INTRAPERITONEAL TOXICITY

STUDY OF WR242511 AND

WR269410 IN RATS

Dose-Mortality Data
WR242511 Tartrate - Gavage
Mortality*
Dose Level (mg base/kg) Males Females
10 0/5 -
15 0/5 -
16.5 3/5 -
18 4/5 -
20 515 0/5
25 515 -
35 55 -
50 5/5 0/5
110 - 2/5
250 - 4/5
600 - 5/5
*number of deaths/number of animals in group.
WR242511 Tartrate - Intraperitoneal
Mortality*
Dose Level (mg base/kg) Males Females
b 0/5 0/5
10 0/5 0/5
16.5 1/5 0/5
20 4/5 3/5
30 3/5 3/5
50 515 5/5
110 55 5/5
250 4/5 5/5
600 5/5 5/5

*number of deaths/number of animals in group.
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Table 9 (contd.)
ACUTE ORAL AND INTRAPERITONEAL TOXICITY
STUDY OF WR242511 AND WR269410 IN RATS
Dose-Mortality Data

WR269410 - Gavage

Mortality®
Dose Level (mg/kg) Males Females

40 0/5 0/5

80 0/5 2/5
150 0/5 2/5
230 2/5 5/5
350 4/5 4/5
550 2/5 4/5
700 2/5 4/5
900 4/5 5/5
1150 3/5 3/5
1500 5/5 5/5

*number of deaths/number of animals in group.

WR269410 -Intraperitoneal

Mortality*
Dose Level (mg base/kg)® Males Females
35 (30) 0/5 0/5
43 (50) 0/5 0/5
134 (125) 3/5 5/5
215 (250) 3/5 5/5
473 (500) 4/5 5/5

*number of deaths/number of animals in group
bactual (intended) dose level
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Analytical Chemistry Methodology and Dosage Formulation Analysis
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OBJECTIVE

The objective of this study was to confirm the initial identity, establish the purity of WR242511 and to
develop the analytical method for dosage formulation analysis.

WR242511 samples were submitted for analysis May 26, 1993 and June 3, 1993. Results are found on
pages 9 and 10.

In low concentration WR242511 is stable for 48 hours (<10% loss). In high concentration drug is stable
during two weeks period of time. This will be reported with the longer term toxicological studies.

EXPERIMENTAL

The subject sample - WR242511 was supplied by the Toxicology Research Laboratory and stored at -20°C
when it was not analyzed.

Description
A fine yellow powder, no obvious odor.

Spectrum

An ultraviolet spectrum (Figure [) recorded on a Shimadzu Spectronic 200 UV spectrometer (dual beam),
was obtained from 20 ug/ml solution of WR242511 prepared in mobile phase. The sample was found with
maximal absorptivity observed at 212 nm and 264 nm.

ANALYTICAL METHOD
Reagents

Subject sample (WR242511) was supplied by Toxicology Research Laboratory. HPLC grade methanol,
acetonitrile, ammonium formate and formic acid were purchased from Fisher Scientific. HPLC grade water
was supplied through a Millipore, MILLI-Q Reagent Water System which was fed with distilled water.

Standards

All WR242511 concentrations reflect free base value. A 0.71 mg base/ml WR242511 stock solution was
prepared by weighing 100 mg of DL-tartrate salt (mole fraction = 0.71) into 100 ml volumetric fiask. The
content was dissolved in and the volume brought to mark with mobile phase. Calibration standard
solutions were prepared in mobile phase using 0.71 mg base/ml WR242511 stock solution as follows.

Volume Flask Final
Transferred (ml) Volume (mi) Concentration (ug base/ml)
1.0 100 7.1
2.0 100 14.2
4.0 100 28.4
6.0 100 42.6
8.0 100 56.8
10.0 100 71.0




Ao

Aliquots of 0.5 ml from each callbratnon standard solution were transferred to individually labelled crimp-
-top vials, sealed and stored at -20°C until analyzed.

Controls

Control A (0.639 mg base/ml), control B (2.84 mg base/ml) and control C (7.81 mg base/mil) were
prepared by weighing 90 mg, 400 mg and 1100 mg respectively of WR242511 DL-tartrate salt into three
100 mi volumetric flasks, dissolved in and diluted to mark with mobile phase. Aliquots of 1.5 ml of each
control were transferred to individually labelled screw-capped vials, sealed and stored at -20 OC until
analyzed.

Analytical Procedure

One set of WR242511 calibration standards and three vials of each stock control solutions were removed
from a -20°C freezer to warm up prior to samples analysis. Working control solutions were prepared as
follows. Control A - 1 mi of stock solution was transferred to a 25 ml volumetric flask and diluted to mark
with mobile phase. Control B - 1 ml of stock solution was transferred to a 25 ml volumetric flask and
diluted to mark with mobile phase. Five ml were then transferred to another 25 ml volumetric flask and
diluted to mark with mobile phase. Control C was prepared the same way as control B. The standard
curve was run at the beginning and at the end of the day. Controls were analyzed in a random order.

HPLC System
See PURITY section, WR242511 was monitored at 230 nm.
Calculations

A standard curve was run at the beginning and the end of the day. Final concentration for controls and
samples were determined using a composite standard curve. The composite standard curve was
determined by linear least squared regression analysis of the peak areas for WR242511 as a function of
concentration. WR242511 concentrations (mg base/ml) for controls and samples were determined using
the following equation:

WR242511 conc. = (Y-B)/M x (d.f./1000)

Y - peak area

B - Y-intercept from regression analysis of composite standard curve
M - slope from regression analysis

d.f. - dilution factor

PURITY

HPLC System

Solvent Delivery System: Perkin-Elmer Series 3B Pump

Injector: Rheodyne 7125 with 50 ul sample loop

Analytical Column: Spherisorb CN 5u, 250 mm x 4.6 mm (Alitech)
Detector: Perkin-Elmer LC-55B UV Detector, 225 nm, 264 nm
Integrator: Spectr:a\-Physics SP4270 Integrator
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Mobile Phase: 20% methanol, 50% acetonitrile, 30% 0.01 M ammonium formate
(in water), Ph 3.0 (adjusted with 88% formic acid), flow 1.5
mi/minute
Procedure

Six solutions of WR242511 were prepared as follows. Twenty five mg of WR242511 sample was weighed
into a 25 mi volumetric flask. The sample was dissolved in and the volume brought to mark with mobile
phase. A 50 ul aliquot of each solution was immediately chromatographed at 225 nm and next at 264 nm.

Calculation of Results

Quantitations were based on the assumption of equal detector response per unit weight of all UV-
absorbing components. Areas of WR242511 and other detectable components in the subject sample
chromatograms were employed in the following equation to calculate the percentage of WR242511
present in the sample:

%PURITY = (area of WR242511/total area) x 100
Results
Typical chromatogram is shown in Figure Il. The subject sample was found to contain less than 1% of one
UV-absorbing impurity (225 nm). At 264 nm no visible impurities were observed. Percent purity of
WR242511 was found to be 99.51%, standard deviation - 0.02%. The assay results are presented in Table
L.
IDENTIFICATION

GC-MS System

Gas Chromatograph: Hewlett-Packard Series II

Mass Selective Detector: Hewlett-Packard Model 5970

Analytical Column: 30 m x 0.25 mm ID, DB-5 with a 3 micron film thickness.

GC Parameters: injector temp. 250°C, oven temp. 70°C initial, 280°C final,
159C/minute ramp, carrier gas - helium, flow rate 2 mi/minute,
split ratio 10:1

Procedure

Subject sample (WR242511) was submitted from the Toxicology Research Laboratory. The sample was
dissoived in methanol to a concentration of 0.71 ug base/ml and a 2 ul aliquot was injected on the
column. The MSD scanned from 40 amu to 400 amu at rate of 1 scan per second.

Results - GC-MS

The mass spectrum indicates a molecular ion m/e 373 which is in agreement with the WR242511
molecular weight. Major fragments of WR242511 sample are m/e 84, 175, 203, 288.

Figure Il shows the mass spectrum of the initial WR242511 sample.

4
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FIGURE |

ULTRAVIOLET SPECTRUM OF WR242511




FIGURE Il

CHRCMATOGRAM OF WR242511 SAMPLE (CONCENTRATION 0.71 MG BASE/ML, 225 NM)
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FIGURE il

MASS SPECTRUM OF INITIAL WR242511 SAMPLE

Scan 1620 (18.013 min) of wr242511ac.d
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PURITY DATA FOR WR242511 PRIOR TO INITIATING STUDY NO. 104
Solutions
Peak 1 2 3 4 5 6
Identity
A 4370 4354 4307 4414 3925 4509
WR242511 871097 863423 869317 869227 872867 862653
% Purity 99.501 99.498 99.507 99.495 99.552 99.480

Mean + S.D. - 99.505 = 0.024




DATE:
TO:

FROM:

RE:

MEMO
May 26, 1993
Dr. Barry S. Levine
Adam Negrusz

Forensic Toxicology Laboratory
College of Pharmacy
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WR242511 samples submitted for analysis May 26, 1993.

WR242511 Concentration

(mg base/ml)

Sample
Identification

Mean (= SD)

LIGHT GREEN WITH BLUE DOT (2.0)
GREEN (3.0)

YELLOW (4.0)

PINK (5.0)

PINK WITH BLUE DOT (7.0)

GREEN WITH BLUE DOT (10.0)
BROWN (22.0)

BLACK WITH WHITE DOT (50.0)

BLACK WITH YELLOW DOT (120.0)

1.9010 (= 0.0078)
2.7401 (= 0.0023)
3.9661 (+ 0.0077)
4.5820 (= 0.0124)
6.4099 (+ 0.0109)
9.7111 (= 0.0889)
21,5021 (+ 0.1055)
49.5947 (+ 0.1897)

123.6744 (= 0.4024)
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DATE:

TO:

FROM:

RE:

June 3, 1993
Dr. Barry S. Levine

Adam Negrusz

MEMO

Forensic Toxicology Laboratory

College of Pharmacy

WR242511 samples submitted for analysis June 3, 1993.

WR242511 Concentration

Sample
Identification

(mg base/ml)

Mean (= SD)

PINK WITH WHITE DOT (6.0)

GREEN WITH BLACK DOT (3.6)

BLUE WITH BLACK DOT (3.3)

LIGHT GREEN (2.0)

LEMON YELLOW (1.0)

10

6.3654 (+ 0.0770)
3.6226 (+ 0.0329)
3.2903 (+ 0.0241)
1.9403 (+ 0.0139)

1.0041 (+ 0.0039)
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OBJECTIVE

The objective of this study was to confirm the initial identity and establish the purity of WR269410
and to develop the analytical method for dosage formulation analysis.

WR269410 samples were submitted for analysis May 25, 27, 1993 and June 3, 22, 1993. Results are
found on pages 9, 10 and 11.

In low and in high concentrations WR269410 is stable for two weeks (<10% loss). This will be
reported with the longer term toxicological studies.

EXPERIMENTAL

The subject sample - WR269410 was supplied by the Toxicology Research Laboratory and stored
at -20°C when it was not analyzed.

Description

A fine white powder, no obvious odor.

Spectrum

An ultraviolet spectrum (Figure I) recorded on a Shimadzu Spectronic 200 UV spectrometer (dual
beam) was obtained from 20 ug/ml solution of WR269410 prepared in mobile phase. The sample
was found with maximal absorptivity observed at 230 nm and 312 nm.

ANALYTICAL METHOD

Reagents

Subject sample (WR269410) was supplied by the Toxicology Research Laboratory. HPLC grade
methanol, acetonitrile and acetic acid glacial were purchased from Fisher Scientific, 1-
heptanosulfonate sodium salt from Regis. HPLC grade water was supplied through a Millipore,
MILLI-Q Reagent Water System which was fed with distilled water.

Standards

A 1.0 mgyml of WR269410 stock solution was prepared by weighing 100 mg of WR269410 into 100
ml volurnetric flask. The content was dissolved in and the volume brought to mark with mobile
phase. Calibration standards solutions were prepared in mobile phase using 1.0 mg/ml WR269410
stock solution as follows.




DRAFT

Volume Flask Final

Transferred (ml) Yolume (ml) Concentration (ug/ml)
1.0 100 10.0

20 100 20.0

40 100 40.0

6.0 100 60.0

8.0 100 80.0

10.0 100 100.0

Aliquots of 0.5 ml from each calibration standard solution were transferred to individually labelled
crimp-top vials, sealed and stored at -20°C until analyzed.

Controls

Control A (9 mg/ml), control B (50 mg/ml), and control C (110 mg/ml) were prepared by weighing
900 mg, 5000 mg and 11000 mg respectively of WR269410 into three 100 ml volumetric flasks,
dissolved in and diluted to mark with mobile phase. Aliquots of 1.5 ml of each control were
transferred to individually labelled screw-capped vials, sealed and stored at -20°C until analyzed.

Analytical Procedure

One set of WR269410 calibration standards and three vials of each stock control solutions were
removed from a -20°C freezer to warm up prior to samples analysis. Working control solutions were
prepared as follows. Control A - 1 ml of stock solution was transferred to a 25 ml volumetric flask
and diluted to mark with mobile phase, 5 ml then were then transferred to a 25 ml volumetric flask
and diluted to mark with mobile phase. Control B - 1 ml of stock was transferred to a 25 ml
volumetric flask and diluted to mark with mobile phase. One milliliter was then transferred to
another 25 ml volumetric flask and diluted to mark with mobile phase. Control C - 1 ml of stock
solution was transferred to 100 ml volumetric flask and diluted to mark with mobile phase. One
milliliter was then transferred to a 25 ml volumetric flask and diluted to mark with mobile phase.
The standard curve was run at the beginning and at the end of the day. Controls were analyzed in
a random order.

HPLC System

See PURITY section, WR269410 was monitored at 254 nm.




PURITY

HPLC System

Solvent Delivery System:

Injector:
Analytica! Column:

Detector:

Integrator:

Mobile Phase:

Procedure

—
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Perkin-Elmer Series 3B Pump
Rheodyne 7125 with 20 ul sample loop
uBondapak C18, 300 mm x 3.9 mm (Waters)

Kratos Spectroflow 773 UV Detector, 0.010 AUFS, 230nm and
312nm

3380A Hewlett-Packard Integrator

60% of acetonitrile and 40% of 0.01 M heptanosulfonate sodium salt
in 0.1% (v/v) acetic acid (in water), flow 1.5 ml/minute

Six solutions of WR269410 were prepared as follows. Twenty five mg of WR269410 sample was
weighed into a 25 ml volumetric flask. The sample was dissolved in and the volume brought to mark
with mobile phase. A 20 ul aliquot of each solution was immediately chromatographed at 230 nm

and next at 312 nm.

Results

Typical chromatograms are shown in Figure II. The initial purity study of WR269410 shows that
there are no UV absorbing impurities (230 nm, 312 nm) and from this point of view the substance

is 100% pure.
IDENTIFICATION
GC-MS System

Gas Chromatograph:

Mass Selective Detector:

Analytical Column:

Hewlett-Packard Series II
Hewlett-Packard Model 5970

30 m x 0.25 mm ID, DB-1 with a 3 micron film thickness.




URAFT

GC Parameters: injector temp. 250°C, oven temp. 70°C initial, 280°C final,
20°C/minute ramp, carrier gas - helium, flow rate 2 ml/minute,
split ratio 10:1

Procedure

Subject sample (WR269410) was submitted from the Toxicology Research Laboratory. The sample
was dissolved in methanol to a concentration of 1 ug/ml and a 2 ul aliquot was injected on the
column. The MSD scanned from 40 amu to 400 amu at a rate of 1 scan per second.

Results - GS-MS

The mass spectrum indicates a molecular ion m/e 205 which is in agreement with the WR269410
molecular weight. Major fragments of the sample are m/e 41, 65, 92, 120, 135, 148.

Figure III shows the mass spectrum of the initial WR269410 sample.




FIGURE I

ULTRAVIOLET SPECTRUM OF WR269410
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CHROMATOGRAMS OF WR269410 AT 230 NM
(A) AND 312 NM (B), CONCENTRATION 1 MG/ML
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MEMO
DATE: May 27, 1993
TO: Dr. Barry S. Levine
FROM: Adam Negrusz
Forensic Toxicology Laboratory
College of Pharmacy
RE: WR269410 samples submitted for analysis May 25, 1993 and May 27, 1993.
WR269410 Concentration
(mg/ml)
Sample Mean (+ SD)
Identification
LIGHT ORANGE (27.5) 26.6967 (+ 0.2284)
LIGHT GREEN, DARK ORANGE (35.0) 34.9143 (+ 0.2858)
DARK ORANGE, BROWN (45.0) 47.3398 (+ 0.1992)
GREEN, BROWN (57.5) 61.5332 (+ 0.1389)
YELLOW, BLACK (75.0) 71.4507 (+ 0.2701)
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DATE:
TO: Dr. Barry S. Levine
FROM: Adam Negrusz
Forensic Toxicology Laboratory
College of Pharmacy
RE: WR269410 samples submitted for analysis June 3, 1993.
WR269410 Concentration
(mg/ml)
Sample Mean (+ SD)
Identification
DARK GREEN, BLUE (7.5) 8.0820 (+ 0.1122)

LIGHT ORANGE WITH YELLOW DOT (11.5) 11.4596 (z 0.0310)

BROWN WITH BLACK DOT (17.5) 19.0269 (+ 0.1575)

10
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DATE: June 22, 1993
TO: Dr. Barry S. Levine
FROM: Adam Negrusz
Forensic Toxicology Laboratory
College of Pharmacy
RE: WR269410 samples submitted for analysis June 22, 1993.
WR269410 Concentration
(mg/ml)
Sample Mean (+ SD)
Identification
BROWN, BLACK (2.0) 2.1323 (x 0.0034)
LIGHT ORANGE, BLUE (4.0) 4.3007 (+ 0.0601)
GREEN, BLUE (7.5) 7.8245 (¢ 0.0264)

11
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APPENDIX 2

Analytical Chemistry Report
from Dr. Flanagan (Univ. of Iowa)
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Analysis of p-Aminoheptanophenone (WR269410) Solutions in PEG 200
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Analysis of p-Aminoheptanophenone (WR269410) Solution in PEG 200
After Toxicological Testing

Summary

PEG 200 solutiqns of WR269410 were analyzed for content after
receipt from the University of Illinois (Dr. Barry Levine).

Assay Procedure

1. Make fresh standard solution (about 10 pg/mL) of PAHP in
95% ethanol.

2. Dilute PAHP in PEG 200 solutions that were send from UIC
with 95% ethanol (dilution factor = 10,000) by diluting
1 mL. of the sample to 100 mL and then diluting 1 mL of
this solution to 100 mL with 95% ethanol.

3. Assay the concentration of the solutions by using the
HP 8450 UV spectrophotometer.

4. Concentration of the samples were calculated as follow:

sample conc. = (std conc.*Abs ) *10,000/Abs,,4

sample
Assay Results
The results from the UV assay of PAHP solutions are shown

in Tables 1, 2 and 3.

Table 1: UV Assay Data of PAHP Solutions Returned from UIC on
05/21/93; Mouse Study

Labeled Conc. (mg/mL) Experimental Conc. (mg/mL)
20 18.2
24 26.4
28 33...3
34 31.7
40 40.3
55 50.3
65 66.8
7D 77 .6
87.5 84.2
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TABLE 2: UV Assay Data of PAHP Solutions Returned from UIC on
\ 07/08/93; Rat Study

Labeled Conc. {(mg/mL) Experimental Conc. (mg/mL)
6 6.9
12 8.5
‘ 25 o
50 42.9
100 94.5

TABLE 3: UV Assay Data of PAHP Solutions Returned from UIC on
07/08/93; Mouse Study

Labeled Conc. (mg/mL) Experimental Conc. (mg/mL)

80 73.2

2l
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APPENDIX 3

Individual Clinical Signs



ACUTE ORAL TOXICITY STUDY
OF WR242511 IN RATS

$3TUDY: 104P024 GROUP: 1-M SEX: MALE
DAY O-DAY 14 DOSE: ~ 10 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

491 Hunched Posture DAY 3 DAY & 2
Normal DAY 8 DAY 9 2
Normal 1 DAY O DAY O 1
Normal 2 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 1"
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

492 Normal DAY 8 DAY 8 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

493 Normal DAY 8 DAY 13 6
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 7 7
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

494 Normal DAY 8 DAY 11 4
Normal 1 DAY O DAY O 1
Normal 2 DAY 0O DAY O 1
Rough Coat DAY 1 DAY 13 9
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

495 Normal DAY 11 DAY 11 1
Normal 1 DAY O DAY O 1
Normal 2 = DAY O DAY O 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 3 DAY O DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1

3-2



STUDY: 104P024 GROUP: 2-M SEX: MALE
SAY O-DAY 14 DOSE: " 15(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

496 Normal 0AY 12 DAY 12 1
Normal 1 0AY O 0AY 0 1
Normal 2 DAY O DAY O 1
Rough Coat DAY 1 O0AY 13 12
Rough Coat 3 DAY O 0AY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

497 Hunched Posture DAY 5 DAY 5 1
Normal DAY 8 DAY 9 2
Normal 1 DAY O DAY O 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 11
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

498 Hunched Posture DAY S DAY 5 1
Normal DAY 8 DAY 8 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 OAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1

499 Hunched Posture DAY 4 DAY 6 3
Normal DAY 8 DAY 8 1
Normal 1 DAY O DAY 0 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

500 Hunched Posture DAY 5 DAY 7 3
Normal DAY 9 0AY 12 3
Normal 1 DAY O DAY O 1
Normal 2 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 10
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

3-3



STUDY: 104P024 GROUP: 3-M SEX: MALE
DAY 0~DAY 14 DOSE:  20(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

501 Decreased Activity 1 DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Normal 1 DAY 0 DAY 0 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY 0 DAY 0 1

502 Animal Found Dead DAY 2 DAY 2 1
Normal 1 DAY O DAY O 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY 0 DAY 0 1

503 Animal Found Dead DAY 2 DAY 2 1
Normal 1 DAY 0 DAY 0 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY 0 DAY 0 1

504 Decreased Activity 1 DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Normal 1 DAY O DAY 0 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY O DAY 0 1

505 Decreased Activity 1 DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY 0 1

Severity Codes
1 Slight
Moderate
3 Severe




STUDY: 104P024 GROUP: 4-M SEX: MALE
DAY O-DAY 14 DOSE: 25 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
511 Animal Found Dead DAY 3 DAY 3 1
Normal 1 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
512 Animal Found Dead DAY 3 DAY 3 1
Normal 1 DAY O DAY 0 1
Normal 2 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY 0 DAY 0 1
513 Animal Found Dead DAY 3 DAY 3 1
Normal 1 DAY 0 DAY D 1
Normal 2 DAY O DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY 0 DAY 0 1
514 Decreased Activity 1 DAY 2 DAY 2 1
Animal Found Dead DAY 3 DAY 3 1
Normal 1 DAY D DAY D 1
Normal 2 DAY O DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY D DAY D 1
515 Decreased Activity 1 DAY 2 DAY 2 1
Animal Found Dead DAY 3 DAY 3 1
Normal 1 DAY 0 DAY 0 1
Normal 2 DAY D DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY 0 DAY 0 1
Severity Codes
1 Slight
2 Moderate
3 Severe
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STUDY: 104P024 GROUP: 5-]? SEX: MALE
DAY O-DAY 14 DOSE: ~ 35(mg/kq)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
516 Decreased Activity 3 DAY 2 DAY 2 1
Dark Material Around Nose DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Labored Breathing DAY 2 DAY 2 1
Lethargic DAY 2 DAY 2 1
Normal 1 DAY O DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
517 Decreased Activity 2 DAY 2 DAY 2 1
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY D DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
518 Decreased Activity 2 DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Normal 1 DAY D DAY D 1
Rough Coat’ DAY 1 DAY 2 2
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY 0 1
519 Decreased Activity 2 DAY 2 DAY 3 2
Animal Found Dead DAY & DAY 4 1
Hunched Posture DAY 2 DAY 3 2
Normal 1 DAY D DAY D 1
Rough Coat DAY 1 DAY 3 3
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY D DAY 0 1
520 Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 3 DAY 0 DAY 0 1
Normal 1 DAY 0 DAY D 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Severity Codes
1 Slight
2 Moderate
3 Severe
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STUDY: 104P024 GROUP: 6-M SEX: MALE
DAY O-DAY 14 DOSE: "~ 50(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
521 Ataxia 1 DAY 3 DAY 3 1
Decreased Activity 1 DAY 3 DAY 3 1
Animal Found Dead DAY & DAY & 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture 3 DAY 0 DAY O 1
Normal 1 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 3 3
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY O 1
522 Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Normal 1 DAY 0 DAY 0 1
Normal 2 DAY O DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 3 DAY 0O DAY O 1
523 Decreased Activity 1 DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 2 2
Normal 1 DAY 0 DAY O 1
Normal 2 DAY O DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY O DAY O 1
524 Decreased Activity 1 DAY 1 DAY 2 2
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 3 DAY 0O DAY O 1
Normal 2 DAY O DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY O DAY 0 1
Rough Coat 3 DAY 0O DAY O 1
525 Decreased Activity 1 DAY 1 DAY 2 2
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 2 2
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
3=-7



ACUTE ORAL TOXICITY STUDY D A
OF WR242511 IN RATS _ :

OTUDY: 104P024 GROUP: 6-M SEX: MALE
DAY 0-DAY 14 DOSE: " 50 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY O 1

3-8




STUDY: 104PO4A GROUP: 1-M SEX: MALE
DAY 0-DAY 14 DOSE: 16.5(mg/kg)
o ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

486 Activity Decreased 1 DAY 3 - DAY 3 1
Animal Found Dead DAY 4 DAY 4 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 3 3
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY 0 1

487 Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 2 DAY 2 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY 0 DAY O 1

488 Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 2 DAY 2 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1

489 Hunched Posture DAY 1 DAY 12 7
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY 0 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

490 Hunched Posture DAY 1 DAY 13 8

Severity Codes
Severitv No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104P0O4A GROUP: 1-M SEX: MALE
DAY O-DAY 14 DOSE:  16.5(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 5 DAY 6 2
Normal 1 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 n
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY: 104PO4A GROUP: 2-M SEX: MALE
DAY 0-DAY 14 DOSE: 18.0(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
481 Activity Decreased 1 DAY 10 DAY 13 3
Hunched Posture DAY 1 DAY 13 6
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 3 DAY 3 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1 =
Scheduled Sacrifice DAY 14 DAY 14 1
482 Activity Decreased 1 DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY O 1
483 Activity Decreased 1 DAY 1 DAY 2 2
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY O 1
484 Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104P0O4A GROUP: 2-M SEX: MALE
DAY O-DAY 14 DOSE: 18.0(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
485 Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Normal 1 DAY O DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
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ACUTE INTRAPERITONEAL_TOXICITY ; .
STUDY OF WR242511 IN RATS H@ o) ﬂﬂ | i

STUDY: 104IP24 GROUP: 1-M SEX: MALE
DAY 0-DAY 14 DOSE: " 20(mg/kqg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
551 Decreased Activity 1 DAY 1 DAY 1 1
Decreased Activity 1 1 DAY 0 DAY 0 1
Decreased Activity 2 1 DAY 0 DAY 0 1
Dark Material Around Nose DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Labored Breathing DAY 2 DAY 2 1
Lethargic DAY 2 DAY 2 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
552 Decreased Activity 1 DAY 1 DAY 1 1
Decreased Activity 1 1 DAY 0 DAY 0 1
Decreased Activity 2 1 DAY 0 DAY 0 1
Decreased Activity 3 1 DAY 0 DAY 0 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY D DAY D 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
553 Decreased Activity 1 DAY 2 DAY 3 2
Decreased Activity 1 1 DAY 0 DAY 0 1
Dark Material Around Eyes DAY 3 DAY 3 1
Dark Material Around Nose DAY 2 DAY 3 2
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture 2 DAY D DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 3 3
Rough Coat 1 DAY 0 DAY D 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY D 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104IP24 GROUP: 1-M SEX: MALE
DAY O-DAY 14 DOSE: ~ 20(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
554 Abdomen Bloated DAY 2 DAY 13 9
Decreased Activity 1 DAY 4 DAY & 1
Decreased Activity 2 DAY 3 DAY 7 2
Decreased Activity 1 1 DAY O DAY 0 1
Decreased Activity 3 1 DAY 0 DAY O 1
Dark Material Around Eyes DAY 3 DAY 3 1
Dark Material Around Nose DAY 2 DAY 3 2
Hunched Posture DAY 1 DAY 13 13
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
555 Decreased Activity 1 1 DAY 0 DAY 0 1
Decreased Activity 2 1 DAY O DAY O 1
Decreased Activity 3 1 DAY O DAY 0 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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ACUTE INTRAPERITONEAL_ TOXICITY &=
STUDY OF WR242511 IN RATS @ IB [ﬂ ES‘ 7r
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STUDY: 104IP24 GROUP: 2- SEX: MALE
DAY O-DAY 14 DOSE: Sol?mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

561 Decreased Activity 1 1 DAY O DAY O 1

Decreased Activity 3 1 DAY O DAY O 1

Animal Found Dead DAY 1 DAY 1 1

Hunched Posture DAY 1 DAY 1 1

Hunched Posture 2 DAY O DAY 0 1

Hunched Posture 3 DAY 0 DAY 0 1

Rough Coat DAY 1 DAY 1 1

Rough Coat 1 DAY O DAY O 1

Rough Coat 2 DAY O DAY O 1

Rough Coat 3 DAY 0 DAY O 1

562 Blue Feet 2 DAY D DAY D 1

Decreased Activity 1 DAY 1 DAY 1 1

Decreased Activity 3 1 DAY O DAY 0 1

Animal Found Dead DAY 1 DAY 1 1

Hunched Posture DAY 1 DAY 1 1

Hunched Posture 2 DAY O DAY O 1

Hunched Posture 3 DAY D DAY O 1

Rough Coat DAY 1 DAY 1 1

Rough Coat 1 DAY O DAY O 1

Rough Coat 2 DAY O DAY O 1

Rough Coat 3 DAY O DAY D 1

563 Blue Feet 2 DAY O DAY 0 1

Decreased Activity 1 1 DAY D DAY D 1

Decreased Activity 3 1 DAY O DAY O 1

Animal Found Dead DAY 1 DAY 1 1

Hunched Posture 2 DAY O DAY O 1

Hunched Posture 3 DAY O DAY 0 1

Rough Coat 1 DAY O DAY D 1

Rough Coat 2 DAY O DAY O 1

Rough Coat 3 DAY D DAY D 1

564 Blue Feet 2 DAY O DAY O 1

Blue Feet 3 DAY O DAY D 1

Decreased Activity 3 1 DAY O DAY 0 1

Animal Found Dead DAY 2 DAY 2 1

Severity Codes

1 Slight
Moderate
3 Severe
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STUDY: 104IP24 GROUP: 2-M SEX: MALE
DAY O-DAY 14 DOSE: 50 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
565 Blue Feet 3 DAY O DAY 0 1
Decreased Activity 1 1 DAY 0 DAY 0 1
Decreased Activity 3 1 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
Severity Codes
1 Slight
2 Moderate
3 Severe
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STUDY: 104IP24 GROUP: 3-M SEX: MALE
DAY O-DAY 14 DOSE: ~ 110 (mg/kq)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
571 Blue Feet 2 DAY O DAY O 1
Decreased Activity 1 1 DAY O DAY O 1
Decreased Activity 2 1 DAY O DAY O 1
Decreased Activity 3 3 DAY O OAY O 1
Animal Found Dead DAY 1 DAY 1 1
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY 0 1
572 Third Clinical Sign DAY 0 OAY O 1
Oecreased Activity 1 1 DAY 0 DAY O 1
Animal Found Dead DAY 0 DAY O 1
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
573 second Clinical Sign DAY O DAY O 1
Decreased Activity 1 1 DAY 0 DAY O 1
Animal Found Dead DAY O DAY O 1
Hunched Posture 1 DAY O DAY O 1
Rough Coat 1 DAY O DAY O 1
574 Third Clinical Sign DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Decreased Activity 1 1 DAY O DAY 0 1
Decreased Activity 2 1 DAY 0 DAY O 1
Animal Found Dead DAY O DAY O 1
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
S75 Second Clinical Sign DAY O DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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ACUZE INTRAPERITONEAL TOXICITY @ @ /E\ E 7

STUDY: 104IP24 GROUP: 3-M SEX: MALE
DAY O-DAY 14 DOSE: 110 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Decreased Activity 1 1 DAY 0 DAY O 1
Animal Found Dead DAY 0 DAY O 1
Hunched Posture 1 DAY © DAY O 1
Rough Coat 1 DAY O DAY O 1
Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104IP24 GROUP: 4-M SEX: MALE
DAY O0-DAY 14 DOSE: 250(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

581 Abdomen Bloated DAY 2 DAY 13 7
Blue Feet 2 DAY O DAY 0 1
Decreased Activity 1 DAY 1 DAY 7 3
Decreased Activity 2 DAY 2 DAY & 3
Decreased Activity 1 1 DAY O DAY O 1
Decreased Activity 2 1 DAY 0 DAY O 1
Decreased Activity 3 2 DAY O DAY O 1
Dark Material Around Nose DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 13 13
Hunched Posture 1 DAY O DAY 0 1
Hunched Posture 2 DAY 0O DAY O 1
Hunched Posture 3 DAY 0O DAY O 1
Abdomenal Lesion DAY 9 DAY 13 5
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

582 Second Clinical Sign DAY O DAY O 1
Decreased Activity 1 1 DAY 0 DAY 0 1
Animal Found Dead DAY O DAY O 1
Hunched Posture 1 DAY O DAY O 1
Rough Coat 1 DAY O DAY O 1

583 Second Clinical Sign DAY O DAY O 1
Decreased Activity 1 1 DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
Hunched Posture 1 DAY 0 DAY O 1
Rough Coat 1 DAY 0 DAY 0 1

584 Third Clinical Sign DAY 0 DAY O 1
Decreased Activity 1 1 DAY 0 DAY O 1
Animal Found Dead DAY 0 DAY O 1
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Lethargic 2 DAY O DAY O 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY O 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104IP24 GROUP: 4-M SEX: MALE
DAY O-DAY 14 DOSE: = 250 (mg/kgq)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
585 Second Clinical Sign DAY 0 DAY 0 1
Animal Found Dead DAY O DAY O 1
Hunched Posture 1 DAY 0 DAY 0 1
Rough Coat 1 DAY O DAY 0 1
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STUDY: 104IP24 GROUP: 5-M SEX: MALE
DAY O-DAY 14 DOSE: " 600 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

591 Blue Feet 2 DAY 0 DAY O 1
Decreased Activity 2 1 DAY 0 DAY 0 1
Decreased Activity 3 1 DAY 0 DAY 0 1
Animal found Dead DAY 1 DAY 1 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1

592 Third Clinical Sign DAY 0 DAY 0 1
Blue Feet 2 DAY O DAY O 1
Decreased Activity 2 1 DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
Hunched Posture 2 DAY O DAY 0 1
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1

593 Second Clinical Sign DAY 0 DAY O 1
Animal Found Dead DAY 0 DAY 0 1
Rough Coat 1 DAY O DAY O 1

594 Second Clinical Sign DAY 0 DAY 0 1
Animal Found Dead DAY O DAY 0 1
Rough Coat 1 DAY 0 DAY O 1

595 Blue feet 2 DAY O DAY O 1
Decreased Activity 2 1 DAY O DAY 0 1
Decreased Activity 3 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Hunched Posture 2 DAY O DAY 0 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY 0 1

Severity Codes
1 Slight
Moderate
3 Severe
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ACUTE INTRAPERITONEAL_TOXICITY STUDY OF ™
WR242511 IN RATS [’ﬂ f_U] AT

STUDY: 104IP4A GROUP: 1-M SEX: MALE
DAY 0--DAY 14 DOSE: 5(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
476 Hunched Posture DAY 1 DAY 2 2
Hunched Posture 2 DAY O DAY 0 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY S DAY 6 2
Rough Coat DAY 1 DAY 13 "
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
A77 Hunched Posture DAY 1 DAY 13 5
Hunched Posture 3 DAY O DAY 0 1
Normal DAY S DAY 6 2
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 11
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
478 Activity Decreased 1 DAY 10 DAY 11 2
Hunched Posture DAY 2 DAY 13 S
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY O 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
479 Hunched Posture DAY 1 DAY 13 5
Hunched Posture 1 DAY 0 DAY O 1
Runched Posture 2 DAY O DAY 0 1
Hunched Posture 3 DAY O DAY D 1
Normal DAY 4 DAY 4 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104IP4A GROUP: 1-M SEX: MALE
DAY O-DAY 14 DOSE: 5 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
480 Hunched Posture DAY 1 DAY 12 S
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY 4 DAY 4 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
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INDIVIDUAL CLINICAL SIGNS
"""" STUDY: 104IP4A GROUP: 2-M SEX: MALE
DAY 0-DAY 14 DOSE: ~ 10(mg/kqg)
ANIMAL # OBSERVATIDNS SEVERITY LOC ONSET DURATION FREQUENCY
466 Activity Decreased 1 DAY 2 DAY 2 1
Dark Material Around Nose DAY 1 DAY 1 1
Hunched Posture DAY 1 DAY 13 5
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 5 DAY 6 2
Rough Coat DAY 1 DAY 13 1
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
467 Activity Decreased 1 DAY 9 DAY © 1
Hunched Posture DAY 1 DAY 13 S
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY S DAY 6 2
Rough Coat DAY 1 DAY 13 "
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
468 Hunched Posture DAY 1 DAY 11 4
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY & DAY 6 3
Rough Coat DAY 1 DAY 13 10
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY D DAY D 1
Rough Coat 3 DAY D DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1
469 Activity Decreased 1 DAY 1 DAY 2 2
Hunched Posture DAY 1 DAY 11 4
Hunched Posture 1 DAY D DAY D 1
Severity Codes
1 Slight
2 Moderate
3 Severe
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STUDY: 104IP4A GROQUP: 2-M SEX: MALE
DAY O-DAY 14 DOSE: 10(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Hunched Posture 2 DAY 0 DAY 0 1
Kunched Posture 3 DAY 0 DAY 0 1
Normal DAY 5 DAY 6 2
Rough Coat DAY 1 DAY 13 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
scheduled Sacrifice DAY 14 DAY 14 1
470 Abdomen Bloated DAY 2 DAY 2 1
Activity Decreased 1 DAY 2 DAY 13 2
Hunched Posture DAY 1 DAY 11 4
Kunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 4 DAY & 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
Severity Codes
1 Slight
2 Moderate
3 Severe
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STUDY: 104IP4A GROUP: 3-M SEX: MALE
DAY 0-DAY 14 DOSE: " 16.5(mg/kqg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

456 Abdomen Bloated DAY 1 DAY 2 2
Activity Decreased 1 DAY 10 DAY 13 4
Hunched Posture DAY 1 DAY 13 -]
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY 5 DAY 6 2
Rough Coat DAY 1 DAY 13 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled sacrifice DAY 14 DAY 14 1

457 Abdomen Bloated DAY 1 DAY 2 2
Activity Decreased 1 DAY 10 DAY 13 4
Dark Material Around Nose DAY 1 DAY 1 1
Hunched Posture DAY 1 DAY 13 6
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

458 Abdomen Bloated DAY 1 DAY 9 9
Activity Decreased 1 DAY 10 DAY 13 4
Dark Material Around Nose DAY 1 DAY 1 1
Hunched Posture DAY 1 DAY 13 13
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104IP4A GROUP: 3-M SEX: MALE
DAY O-DAY 14 DOSE: 16.5(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

459 Abdomen Bloated DAY 1 DAY 9 9
Activity Decreased 1 DAY 2 DAY 11 3
Dark Material Around Nose DAY 1 DAY 1 1
Hunched Posture DAY 1 DAY 13 13
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

460 Abdomen Bloated DAY 1 DAY 8 8
Activity Decreased 1 DAY 2 DAY 2 1
Dark Material Around Nose DAY 1 DAY 1 1
Animal Found Dead DAY 9 DAY 9 1
Hunched Posture DAY 1 DAY 8 8
Hunched Posture 1 DAY O DAY 0 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 8 8
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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ACUTE INTRAPERITONEAL TOXICITY STUDY OF -?, Dﬁ =
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INDIVIDUAL CLINICAL SIGNS
STUDY: 104IP4A GROUP: 4-M SEX: MALE
DAY O-DAY 14 DOSE: 30(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
446 Abdomen 8loated DAY 1 DAY 9 9
Activity Decreased 1 DAY 1 DAY 13 3
Activity Decreased 2 DAY 10 DAY 11 2
Dark Material Around Eyes DAY 1 DAY 1 1
Dark Material Around Nose DAY 1 DAY 1 1
Hunched Posture 0AY 1 DAY 13 13
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 OAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 0AY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
Q&7 ek R e T DAY 2 DAY 2 1
ActWIty Decreased 1 DAY 2 DAY 2 1
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY O DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY O 1
448 Activity Decreased 1 OAY 1 OAY 13 6
Hunched Posture DAY 1 DAY 13 13
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 0AY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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-----------------------------------------------------------------------------------------------------------------------------------

----------------------------------------------------------------------------------------------------------------------------------

STUDY: 104IP4A GROUP: 4-M SEX: MALE
DAY O-DAY 14 DOSE: 30 (mg/kg)

ANJMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

449 Abdomen Bloated DAY 1 DAY 2 2
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 .DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1

450 Abdomen Bloated DAY 1 DAY 3 3
Activity Decreased 1 DAY 1 DAY 2 2
Animal Found Dead DAY & DAY & 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture 1 DAY O DAY 0 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 3 3
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104PO26 GROUP: 1-M SEX: MALE
DAY 0-DAY 14 DOSE: = 550 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSETY DURATION FREQUENCY

601 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY O DAY 0 1
Blue Feet 3 DAY 0 DAY O 1
Decreased Activity 1 DAY 1 DAY 3 3
Decreased Activity 1 3 DAY 0 DAY O 1
Decreased Activity 3 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Lethargic 2 DAY 0 DAY 0 1
Normal DAY 10 DAY 13 4
Rough Coat DAY 1 DAY 9 9
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

602 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY O 1
Decreased Activity 1 DAY 1 DAY 3 3
Decreased Activity 1 3 DAY 0 DAY O 1
Decreased Activity 2 3 DAY 0 DAY 0 1
Decreased Activity 3 2 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 6 DAY 13 4
Rough Coat DAY 1 DAY 10 9
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

603 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY 0 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY O 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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INDIVIDUAL CLINICAL SIGNS
STUDY: 104P026 GROUP: 1-M SEX: MALE
DAY 0-DAY 14 DOSE: ~ 550 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Comatose DAY 1 DAY 1 1
Comatose 2 DAY 0 DAY O 1
Comatose 3 DAY 0 DAY O 1
Decreased Activity 1 3 DAY O DAY O 1
Animal Found Dead 2 DAY 2 DAY 2 1
Labored Breathing 1 DAY O DAY O 1
Labored Breathing 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1

604 Blue Feet DAY 1 DAY 2 2
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose DAY 1 DAY 1 1
Comatose 1 DAY 0 DAY O 1
Comatose 2 DAY O DAY O 1
Comatose 3 DAY O DAY 0 1
Decreased Activity 2 DAY 2 DAY 2 1
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 2 DAY 2 1
Labored Breathing 3 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1

605 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY O DAY 0 1
Decreased Activity 1 DAY 2 DAY 3 2
Decreased Activity 2 DAY 1 DAY 1 1
Hunched Posture DAY 1 DAY S 3
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 3 DAY 0 DAY 0 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104P026 GROUP: 1-M SEX: MALE
DAY O-DAY 14 DOSE: 550 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Lethargic 1 DAY O DAY O 1
Lethargic 2 DAY 0 DAY O 1
Lethargic 3 DAY O DAY O 1
Normal DAY 11 DAY 13 3
Rough Coat DAY 1 DAY 10 10
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

3-32




ACUTE ORAL TOXICITY STUDY = = =
OF WR269410 IN RATS RO 7
gl /4 !r
N i} i G — ey
INDIVIDUAL CLINICAL SIGNS
STUDY: 104P026 GROUP: 2-M SEX: MALE
DAY O-DAY 14 DOSE: ~ 700 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
611 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY O DAY 0 1
Comatose 2 DAY 0 DAY 0 1
Decreased Activity 1 DAY 3 DAY 3 1
Decreased Activity 2 DAY 1 DAY 2 2
Hunched Posture DAY 1 DAY 6 5
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY 0 DAY O 1
Lethargic 1 DAY O DAY D 1
Lethargic 3 DAY 0 DAY 0 1
Normal DAY 11 DAY 13 3
Rough Coat DAY 1 DAY 10 10
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY O DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
612 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY 0 DAY D 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY O DAY 0 1
Decreased Activity 1 DAY 3 DAY 3 1
Decreased Activity 2 DAY 1 DAY 2 2
Decreased Activity 1 1 DAY 0 DAY 0 1
Decreased Activity 2 1 DAY D DAY 0 1
Decreased Activity 3 2 DAY D DAY 0 1
Hunched Posture DAY 1 DAY 6 6
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY O DAY 0 1
Hunched Posture 3 DAY O DAY O 1
Normal DAY 11 DAY 13 3
Rough Coat DAY 1 DAY 10 10
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY D 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104P026 GROUP: 2-M SEX: MALE
DAY O-DAY 14 DOSE: " 700 (mg/kq)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
613 Blue Feet DAY 1 DAY 2 2
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Comatose 1 DAY O DAY O 1
Comatose 2 DAY 0 DAY O 1
Comatose 3 DAY 0 DAY O 1
Decreased Activity 2 DAY 1 DAY 2 2
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 2 DAY 2 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY O DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY O 1
614 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY O DAY 0 1
Comatose 1 DAY 0 DAY O 1
Animal Found Dead DAY 2 DAY 2 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY O DAY O 1
Labored Breathing 2 DAY 0 DAY O 1
Labored Breathing 3 DAY 0 DAY 0 1
Lethargic DAY 1 DAY 1 1
Lethargic 2 DAY 0 DAY O 1
Lethargic 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY 0 1
615 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104P026 GROUP: 2-M SEX: MALE
DAY O0-DAY 14 DOSE: 700(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Blue Feet 2 DAY O DAY 0 1
Blue Feet 3 DAY O DAY O 1
Decreased Activity 1 DAY 2 DAY 3 2
Decreased Activity 2 2 DAY 0 DAY O 1
Hunched Posture DAY 4 DAY 5 2
Labored Breathing 3 DAY O DAY O 1
Lethargic 1 DAY 0 DAY 0 1
Lethargic 3 DAY 0 DAY O 1
Normal DAY 11 DAY 13 3
Rough Coat DAY 1 DAY 10 10
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104P026 GROUP: 3-M SEX: MALE
DAY O-DAY 14 DOSE: 900 (mg/kqg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
621 Blue Feet 1 DAY O DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose 1 DAY 0 DAY 0 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY D 1
Rough Coat 3 DAY O DAY 0 1
622 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY O DAY 0 1
Blue Feet 3 DAY D DAY D 1
Comatose DAY 1 DAY 1 1
Comatose 1 DAY O DAY 0 1
Comatose 2 DAY 0 DAY D 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY D 1
Labored Breathing 2 DAY D DAY 0 1
Labored Breathing 3 DAY O DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY D DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
623 Ataxia 3 DAY 1 DAY 1 1
Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY D 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe

3-36



ACUTE ORAL TOXICITY STUDY e, - = —
OF WR269410 IN RATS Lﬂ o) iy e ar
) !-‘ : - ~ {
INDIVIDUAL CLINICAL SIGNS
"""""" STUDY: 104P026 GROUP: 3-M SEX: MALE
DAY O-DAY 14 DOSE: 900(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Comatose 1 ] DAY 0 DAY 0 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY 0 DAY 0 1
Decreased Activity 3 DAY 1 DAY 1 1
Animal Found Dead DAY 2 DAY 2 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY O DAY O 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
624 Ataxia 1 DAY 0 DAY 0 1
Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY 0O DAY O 1
Decreased Activity 1 DAY 2 DAY 3 2
Decreased Activity 2 DAY 1 DAY 1 1
Dark Material Around Eyes DAY 2 DAY 2 1
Dark Material Around Nose DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 8 8
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY O DAY D 1
Labored Breathing 3 DAY O DAY O 1
Lethargic 1 DAY O DAY O 1
Lethargic 2 DAY 0 DAY O 1
Lethargic 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
625 Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104P026 GROUP: 3-M SEX: MALE
DAY 0-DAY 14 DOSE: "~ 900 (mg/kq)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Blue Feet 3 DAY O DAY 0 1
Comatose 1 DAY O DAY O 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
tabored Breathing 1 DAY O DAY O 1
tabored Breathing 2 DAY 0 DAY 0 1
tabored Breathing 3 DAY 0 DAY O 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
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STUDY: 104P026 GROUP: 4-M SEX: MALE
DAY 0-DAY 14 DOSE: 1150 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
631 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY O DAY O 1
Comatose 2 DAY O DAY 0 1
Comatose 3 DAY O DAY 0 1
Decreased Activity 1 DAY & DAY & 1
Decreased Activity 2 DAY 2 DAY 3 2
Decreased Activity 3 DAY 1 DAY 1 1
Hunched Posture DAY 1 DAY 6 6
Labored Breathing 2 DAY O DAY 0 1
Labored Breathing 3 DAY O DAY 0 1
Lethargic 1 DAY 0 DAY O 1
Normal DAY 13 DAY 13 1
Rough Coat DAY 1 DAY 12 12
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
632 Ataxia 3 DAY 1 DAY 1 1
Blue Feet DAY 1 DAY 1 1
Blue feet 1 DAY O DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose 1 DAY O DAY O 1
Comatose 2 DAY 0 DAY O 1
Comatose 3 DAY O DAY 0 1
Animal Found Dead DAY 2 DAY 2 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY O 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104PO26 GRO : 4-M SEX: MALE
DAY 0-DAY 14 DOSE: "~ 1150 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

633 Blue Feet 1 DAY O DAY 0 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Comatose 2 DAY 0 DAY O 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY O DAY O 1
Labored Breathing 3 DAY O DAY 0 1
Lethargic 1 DAY 0 DAY 0 1
Rough Coat 1 DAY O DAY D 1
Rough Coat 2 DAY D DAY D 1
Rough Coat 3 DAY O DAY O 1

634 Blue Feet 1 DAY D DAY 0 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 . DAY D DAY 0 1
Comatose 1 DAY 0 DAY D 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY O 1
Labored Breathing 2 DAY 0 DAY O 1
Labored Breathing 3 DAY 0 DAY O 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1

635 Ataxia 2 DAY 0 DAY 0 1
Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY D DAY O 1
Blue Feet 3 DAY O DAY D 1
Decreased Activity 2 DAY 1 DAY 3 3
Hunched Posture DAY 1 DAY 12 10
Labored Breathing 1 DAY D DAY O 1
Lethargic 1 DAY D DAY D 1
Lethargic 2 DAY 0 DAY 0 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104P026 GROUP: 4-M SEX: MALE
DAY 0-DAY DOSE: "~ 1150 (mg/kqg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

Lethargic 3 DAY 0 DAY O 1
Normal DAY 13 DAY 13 1
Rough Coat DAY 1 DAY 12 12
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
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INDIVIDUAL CLINICAL SIGNS
STUDY: 104P026 GROUP: 5-M SEX: MALE
DAY 0-DAY 14 DOSE: = 1500 (mg/kq)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
641 Ataxia 2 DAY 1 DAY 1 1
Blue Feet . DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose 3 DAY 0 DAY O 1
Decreased Activity 2 DAY 1 DAY 1 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Labored Breathing 1 DAY O DAY O 1
Labored Breathing 2 DAY 0 DAY O 1
Labored Breathing 3 DAY 0 DAY O 1
Lethargic 1 DAY 0 DAY O 1
Lethargic 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
642 Ataxia 3 DAY 1 DAY 1 1
Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY O 1
Comatose 2 DAY 0 DAY O 1
Comatose 3 DAY 0 DAY O 1
Dark Material Around Nose DAY 1 DAY 1 1
Animal Found Dead DAY 2 DAY 2 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY O DAY 0 1
Lethargic 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104P026 GROUP: 5-M SEX: MALE
DAY O0-DAY 14 DOSE: 1500(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

643 Ataxia 3 DAY 1 DAY 1 1
Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Animal Found Dead DAY 2 DAY 2 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY 0 DAY 0 1
Lethargic 1 DAY 0 DAY 0 1
Lethargic 2 DAY 0 DAY O 1
Lethargic 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1

&44 Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY O DAY 0 1
Blue Feet 3 DAY O DAY 0 1
Comatose 1 DAY 0 DAY 0 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY O DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing 1 DAY O DAY O 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1

645 Ataxia 3 DAY 1 DAY 1 1
Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Animal Found Dead DAY 2 DAY 2 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104P0O26 GROUP: 5- SEX: MALE
DAY O-DAY 14 DOSE: = 1500 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY O DAY O 1
Labored Breathing 2 DAY O DAY O 1
Labored Breathing 3 DAY 0 DAY 0 1
Lethargic 1 DAY 0 DAY O 1
Lethargic 2 DAY 0 DAY 0 1
Lethargic 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY 0 1
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STUDY: 104PO6A GROUP: 2-M SEX: MALE
DAY 0-DAY 14 DOSE:  230(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
431 Ataxia 3 DAY 1 DAY 1 1
Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY O DAY O 1
Blue Tail DAY 1 DAY 1 1
Comatose 3 DAY 0 DAY O 1
Activity Decreased 3 DAY 1 DAY 1 1
Activity Decreased 1 2 DAY O DAY O 1
Activity Decreased 2 2 DAY 0 DAY O 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
432 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Blue Tail DAY 2 DAY 3 2
Activity Decreased 2 DAY 1 DAY 2 2
Activity Decreased 1 1 DAY O DAY O 1
Activity Decreased 2 2 DAY O DAY O 1
Activity Decreased 3 2 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 11 6
Hunched Posture 2 DAY O DAY 0 1
Normal DAY S DAY 8 4
Rough Coat DAY 1 DAY 13 9
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
433 Blue Feet 1 DAY O DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY O DAY O 1
Activity Decreased 1 2 DAY 0 DAY O 1
Activity Decreased 2 3 DAY O DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104P0O6A GROUP: 2-M SEX: MALE
DAY O-DAY 14 DOSE: = 230(mg/kq)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Activity Decreased 3 2 DAY D DAY O 1
Animal Found Dead DAY 1 DAY 1 1
Hunched Posture 1 DAY O DAY O 1
Rough Coat 2 DAY D DAY D 1
Rough Coat 3 DAY 0 DAY O 1
434 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY D DAY O 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY 0 DAY 0 1
Activity Decreased 1 DAY 1 DAY 2 2
Activity Decreased 1 2 DAY 0 DAY D 1
Activity Decreased 2 2 DAY O DAY O 1
Activity Decreased 3 1 DAY O DAY O 1
Hunched Posture DAY 4 DAY 11 3
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY D 1
Hunched Posture 3 DAY 0 DAY D 1
Normal DAY 5 DAY 9 5
Rough Coat DAY 1 DAY 13 8
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY D 1
Rough Coat 3 DAY D DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1
435 Blue Feet DAY 1 DAY & 4
Blue Feet 1 DAY O DAY D 1
Blue Feet 2 DAY D DAY D 1
Blue Feet 3 DAY 0 DAY 0 1
Activity Decreased 1 DAY 1 DAY 3 3
Activity Decreased 1 3 DAY O DAY D 1
Activity Decreased 2 2 DAY O DAY D 1
Activity Decreased 3 1 DAY D DAY O 1
Dark Material Around Eyes DAY 2 DAY & 3
Hunched Posture DAY 1 DAY 13 9
Hunched Posture 1 DAY 0 DAY D 1
Hunched Posture 2 DAY D DAY O 1
Hunched Posture 3 DAY O DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104PO6A GROUP: 2-M SEX: MALE
DAY 0-DAY 14 DOSE:  230(mg/kqg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Normal DAY 7 DAY 7 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY: 104PO6A GROUP: 3-M SEX: MALE
DAY O-DAY 14 DOSE: " 350 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

421 Blue Feet DAY 1 DAY 2 2
Blue Feet 1 DAY O DAY 0 1
Blue Feet 2 DAY 0 0AY O 1
Blue Feet 3 DAY 0 DAY O 1
Activity Oecreased 1 DAY 2 0AY 11 2
Activity Oecreased 2 DAY 1 DAY 1 1
Activity Decreased 1 3 DAY 0 OAY O 1
Activity Decreased 2 2 DAY 0 DAY 0 1
Activity Oecreased 3 2 DAY 0 0AY 0 1
Hunched Posture DAY 1 DAY 13 7
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 0AY 0 0AY O 1
Normal DAY 7 OAY 8 2
Rough Coat DAY 1 DAY 13 11
Rough Coat 1 0AY O OAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 OAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

422 Blue Feet 1 0AY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY O OAY O 1
Comatose 2 DAY 0 DAY O 1
Comatose 3 DAY O DAY 0 1
Activity Decreased 1 3 DAY 0 DAY 0 1
Animal Found Dead 0AY 1 0AY 1 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY O 1

423 Blue Feet 1 OAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Comatose 1 DAY O DAY O 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY 0 0AY 0 1
Animal Found Oead DAY 1 0AY 1 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104PO6A GROUP: 3-M SEX: MALE
DAY O0-DAY 14 DOSE: = 350 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
424 Ataxia 2 DAY 1 DAY 1 1
Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY O DAY 0 1
Activity Decreased 3 DAY 1 DAY 1 1
Activity Decreased 1 3 DAY O DAY O 1
Activity Decreased 2 3 DAY O DAY O 1
Activity Decreased 3 3 DAY O DAY O 1
Dark Material Around Eyes DAY 1 DAY 1 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture 2 DAY O DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
425 Animal Found Dead DAY O DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104PO6B GROUP: 1-M SEX: MALE
DAY O0-DAY 14 DOSE: = 40 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

751 Blue Feet 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY 9 DAY 12 4
Rough Coat DAY 1 DAY 13 9
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

752 Blue Feet 3 DAY O DAY O 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY 0 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY 6 DAY 13 8
Rough Coat DAY 1 DAY S 5
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1

753 Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 9 DAY 13 5
Rough Coat DAY 2 DAY 8 7
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY: 104PO6B GROUP: 1-M SEX: MALE
DAY 0-DAY 14 DOSE: ~ 40(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

754 Blue Feet 1 DAY 0 0AY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 9 5
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 OAY 0 1
Normal DAY 6 DAY 13 7
Rough Coat DAY 1 OAY 5 5
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice 0AY 14 DAY 14 1

755 Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 0AY 0 0AY O 1
Blue Feet 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 8 DAY 13 5
Rough Coat DAY 1 OAY 9 8
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 0AY O DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY: 104PO6B GROUP: 2- SEX: MALE
DAY O-DAY 14 DOSE: " 80(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
761 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 9 5
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY O 1
Labored Breathing 3 DAY 0 DAY O 1
Normal DAY 8 DAY 13 2
Rough Coat DAY 1 DAY 12 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
762 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY O 1
Decreased Activity 1 DAY O DAY O 1
Decreased Activity 1 DAY 0 DAY 0 1
Hunched Posture DAY 4 DAY 7 3
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY D DAY D 1
Normal DAY 8 DAY 12 2
Rough Coat DAY 1 DAY 13 11
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
763 Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 "DAY 0 DAY O 1
Decreased Activity 1 DAY 1 DAY 1 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104PO6B
14

DAY 0-DAY

...............................................................................................................................

764

765

Decreased Activity
Decreased Activity
Decreased Activity
Hunched Posture
Hunched Posture 1
Hunched Posture 2
Hunched Posture 3
Normal

Rough Coat

Rough Coat 1

Rough Coat 2

Rough Coat 3
Scheduled Sacrifice

Blue Feet 1

Blue Feet 2

Blue Feet 3
Decreased Activity
Decreased Activity
Decreased Activity
Hunched Posture
Hunched Posture 1
Hunched Posture 2
Hunched Posture 3
Normal

Rough Coat

Rough Coat 1

Rough Coat 2

Rough Coat 3
Scheduled Sacrifice

Blue Feet

Blue Feet 1

Blue Feet 2

Blue Feet 3
Decreased Activity
Decreased Activity
Decreased Activity

- b b

- b b

Severity Codes

Severity No.

1

W
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SEX: MALE
LOC ONSET

DAY 0 DAY 0
DAY 0 DAY 0
DAY O DAY 0
DAY 1 DAY 9
DAY 0 DAY 0
DAY 0 DAY 0
DAY 0 DAY 0
DAY 8 DAY 13
DAY 1 DAY 11
DAY 0 DAY 0
DAY 0 DAY 0
DAY D DAY D
DAY 16 DAY 14
DAY 0 DAY 0
DAY 0 DAY 0
DAY 0 DAY 0
DAY 0 DAY 0
DAY D DAY 0
DAY 0 DAY 0
DAY 1 DAY 9
DAY 0 DAY 0
DAY 0 DAY 0
DAY 0 DAY 0
DAY 8 DAY 13
DAY 1 DAY 12
DAY O DAY 0
DAY 0 DAY 0
DAY D DAY D
DAY 16 DAY 14
DAY 1 DAY 1
DAY D DAY D
DAY 0 DAY 0
DAY 0 DAY D
DAY O DAY D
DAY 0 DAY D
DAY 0 DAY D

Description

Slight

Moderate

Severe
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STUDY: 104PO6B GROUP: 2-M SEX: MALE
DAY O-DAY 14 DOSE: 80 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Hunched Posture DAY 1 DAY 9 S
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 3 DAY O DAY 0 1
Normal DAY 8 DAY 8 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
3-54



ACUTE ORAL TOXICITY STUDY

OF WR269410 IN RATS @ @
i

STUDY: 104PO6B GROUP: 3-M SEX: MALE
DAY O0-DAY 14 DOSE: 150(mg/kqg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
mm Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY O DAY 0 1
Decreased Activity 1 DAY O DAY O 1
Decreased Activity 2 DAY 0 DAY O 1
Decreased Activity 1 DAY O DAY O 1
Hunched Posture DAY 2 DAY 9 6
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY © DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
77 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY © DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY © 1
Decreased Activity 1 DAY O DAY O 1
Decreased Activity 1 DAY 0 DAY 0 1
Decreased Activity 1 DAY O DAY O 1
Hunched Posture DAY 2 DAY & 6
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
scheduled Sacrifice DAY 14 DAY 14 1
3 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY O DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104PO6B G : 3-M SEX: MALE
DAY O0-DAY DOSE: 150(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Blue Feet 3 DAY 0 DAY O 1
Decreased Activity 1 DAY 0 DAY 0 1
Decreased Activity 2 DAY 0 DAY 0 1
Decreased Activity 2 DAY 0 DAY 0 1
Hunched Posture DAY 2 DAY 9 7
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY D DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1

774 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY O DAY O 1
B8lue Feet 3 DAY 0 DAY 0 1
Decreased Activity 2 DAY 0 DAY 0 1
Decreased Activity 3 DAY 0 DAY O 1
Decreased Activity 2 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 9 7
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY D DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

ae) Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY D 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY O 1
Blue Tail DAY 1 DAY 1 1
Decreased Activity 1 DAY 0 DAY 0 1
Decreased Activity 1 DAY D DAY D 1

Severity Codes )
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104P06B GROUP: 3-M SEX: MALE
DAY O-DAY 14 DOSE: 150(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Decreased Activity 1 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 13 8
Hunched Posture 1 DAY O DAY 0 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104IP26 GROUP: 1-M SEX: MALE
DAY O0-DAY 14 DOSE: " 30(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET OURATION FREQUENCY
651 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Decreased Activity #2 3 DAY O DAY 0 1
Decreased Activity #3 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 3 2
Hunched Posture #3 DAY 0 DAY O 1
Lethargic #1 DAY 0 DAY 0 1
Normal DAY 4 DAY 13 10
Rough Coat DAY 1 DAY 3 3
Rough Coat #2 DAY O DAY 0 1
Rough Coat #3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
652 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY O DAY 0 1
Blue Feet #3 DAY O DAY O 1
Decreased Activity #1 1 DAY 0 DAY 0 1
Decreased Activity #2 1 DAY 0 DAY O 1
Decreased Activity #3 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 3 2
Hunched Posture #1 DAY 0 DAY 0 1
Hunched Posture #2 DAY 0 DAY 0 1
Hunched Posture #3 DAY 0 DAY 0 1
Normal DAY 9 DAY 13 S
Rough Coat DAY 1 DAY 8 8
Rough Coat #3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
653 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 7 3
Hunched Posture #2 DAY 0 DAY 0 1
Hunched Posture #3 DAY 0 DAY O 1
Lethargic #1 DAY 0 DAY 0 1
Lethargic #2 DAY O DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 1041IP26 GROUP: 1- SEX: MALE
DAY 0-DAY 14 DOSE:  30(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Lethargic #3 DAY 0 DAY 0 1
Normal DAY 9 DAY 13 5
Rough Coat DAY 1 DAY 8 8
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
654 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY D DAY D 1
Blue Feet #3 DAY 0 DAY 0 1
Decreased Activity 2 DAY 1 DAY 1 1
Decreased Activity #3 3 DAY D DAY D 1
Dark Material Around Nose DAY 1 DAY 1 1
Hunched Posture DAY 1 DAY 6 3
Hunched Posture #1 DAY 0 DAY O 1
Hunched Posture #2 DAY 0 DAY D 1
Hunched Posture #3 DAY 0 DAY O 1
Lethargic #1 DAY 0 DAY 0 1
Lethargic #2 DAY 0 DAY 0 1
Normal DAY 9 DAY 13 4
Rough Coat DAY 1 DAY 12 9
Rough Coat #1 DAY D DAY D 1
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
655 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Decreased Activity #3 3 DAY D DAY D 1
Hunched Posture DAY 1 DAY 6 3
Hunched Posture #1 DAY 0 DAY 0 1
Hunched Posture #2 DAY 0 DAY 0 1
Hunched Posture #3 DAY D DAY O 1
Lethargic #1 DAY O DAY 0 1
Lethargic #2 DAY 0 DAY 0 1
Normal DAY 9 DAY 13 5
Rough Coat DAY 1 DAY 8 8
Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104IP26 GROUP: 1-M SEX: MALE
DAY 0-DAY 14 DOSE: ~ 30(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Rough Coat #1 DAY O DAY 0 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
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INDIVIDUAL CLINICAL SIGNS
STUDY: 104IP26 GROUP: 2-M SEX: MALE
DAY 0-DAY 14 DOSE: = 60 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
661 Blue Feet #1 DAY O DAY 0 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY O DAY O 1
Decreased Activity 2 DAY 1 DAY 1 1
Decreased Activity #1 3 DAY 0 DAY O 1
Decreased Activity #3 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture #2 DAY O DAY O 1
Hunched Posture #3 DAY O DAY O 1
Lethargic #2 DAY 0 DAY 0 1
Normal DAY 10 DAY 13 4
Rough Coat DAY 1 DAY 9 9
Rough Coat #1 DAY O DAY O 1
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 . DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
662 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY O DAY 0 1
Blue Feet #3 DAY O DAY 0 1
Decreased Activity #1 3 DAY 0 DAY 0 1
Decreased Activity #3 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture #2 DAY 0 DAY 0 1
Hunched Posture #3 DAY 0 DAY 0 1
Lethargic #2 DAY 0 DAY 0 1
Normat DAY 11 DAY 13 3
Rough Coat DAY 1 DAY 10 1D
Rough Coat #1 DAY 0 DAY 0 1
Rough Coat #2 DAY 0 DAY O 1
Rough Coat #3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
663 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY O DAY 0 1
Blue Feet #3 DAY O DAY O 1
Decreased Activity 2 DAY 1 DAY 1 1
Severity Codes
Severity No. Description
1 Slight
Moderate

Severe

W N
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INDIVIDUAL CLINICAL SIGNS
STUDY: 104IP26 GROUP: 2- SEX: MALE
DAY 0-DAY 14 DOSE: 60 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Decreased Activity #3 3 DAY O DAY O 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture #2 DAY 0 DAY O 1
Hunched Posture #3 DAY O DAY 0 1
Lethargic #1 DAY 0 DAY O 1
Lethargic #2 DAY 0 DAY 0 1
Normal DAY 10 DAY 13 4
Rough Coat DAY 1 DAY 9 9
Rough Coat #1 DAY O DAY O 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
664 Blue Feet #1 DAY 0 DAY O 1
Blue Feet #2 DAY 0 DAY O 1
Blue Feet #3 DAY O DAY O 1
Decreased Activity 1 DAY 3 DAY 3 1
Decreased Activity 2 DAY 1 DAY 1 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture #3 DAY 0 DAY O 1
Lethargic #1 DAY O DAY 0 1
Lethargic #2 DAY 0 DAY 0 1
Lethargic #3 DAY 0 DAY 0 1
Normal DAY 9 DAY 13 4
Rough Coat DAY 1 DAY 10 9
Rough Coat #1 DAY 0 DAY 0 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
665 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY O 1
Decreased Activity 1 DAY 1 DAY 3 2
Hunched Posture DAY 1 DAY 3 3
Runched Posture #2 DAY 0 DAY 0 1
Hunched Posture #3 DAY 0 DAY O 1
Lethargic #1 DAY O DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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"""""""""""""""""""""""""" INDIVIDUAL CLINICAL SIGNS 0~
STUDY: 104IP26 GROUP: 2-M SEX: MALE
DAY 0-DAY 14 DOSE: = 60 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Lethargic #2 DAY 0 DAY 0 1
Lethargic #3 DAY 0 DAY 0 1
Normal DAY 7 DAY 13 5
Rough Coat DAY 1 DAY 12 8
Rough Coat #1 DAY O DAY 0 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY O DAY 0 1
Scheduted Sacrifice DAY 14 DAY 14 1
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104IP26
4

STUDY:

DAY O-DAY

GROU
DOSE:

672

673

Blue Feet #1

Blue Feet #2

Blue Feet #3
Comatose #2
Comatose #3

Animal Found Dead
Labored Breathing #1
Labored Breathing #2
Labored Breathing #3
Lethargic #1

Rough Coat #1

Rough Coat #2

Rough Coat #3

Blue Feet

Blue Feet #1

Blue Feet #2

Blue Feet #3
Comatose #1
Comatose #2
Comatose #3

Animal Found Dead
Hunched Posture
Labored Breathing #1
Labored Breathing #2
Labored Breathing #3
Lethargic

Rough Coat

Rough Coat #2

Rough Coat #3

Blue Feet #1

Blue Feet #2

Blue Feet #3
Decreased Activity
Decreased Activity
Decreased Activity #1

- P) =2

Severity Codes

Severity No.

W N -
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Slight
Moderate
Severe
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INDIVIDUAL CLINICAL SIGNS
STUDY: 104IP26 GROUP: 3-M SEX: MALE
DAY O-DAY 14 DOSE:  125(mg/kqg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Decreased Activity #3 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 9 6
Hunched Posture #2 DAY 0 OAY O 1
Hunched Posture #3 DAY 0 DAY 0 1
Lethargic #2 DAY 0 DAY O 1
Normal DAY 13 DAY 13 1
Rough Coat DAY 1 DAY 12 12
Rough Coat #1 DAY 0 DAY O 1 -
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
674 Blue Feet #1 DAY O DAY 0 1
Blue Feet #2 DAY 0 DAY O 1
Blue Feet #3 DAY O DAY 0 1
Decreased Activity 1 DAY 2 DAY 3 2
Decreased Activity 3 DAY 1 DAY 1 1
Oecreased Activity #1 2 DAY 0 DAY O 1
Decreased Activity #3 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 12 7
Hunched Posture #2 DAY 0 DAY 0 1
Hunched Posture #3 DAY O DAY O 1
Lethargic #2 DAY 0 DAY O 1
Normal DAY 13 DAY 13 1
Rough Coat DAY 1 DAY 12 12
Rough Coat #1 DAY O DAY 0 1
Rough Coat #2 DAY D DAY O 1
Rough Coat #3 OAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
675 Blue Feet #1 DAY O DAY O 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Comatose #1 DAY O DAY 0 1
Comatose #2 DAY 0 DAY D 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing #1 DAY 0 DAY 0 1
Labored Breathing #2 DAY D DAY D 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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"""""""""""""""""""""""" INDIVIDUAL CLINICAL SIGNS 7777
STUDY: 1041IP26 GROUP: 3-M SEX: MALE
DAY O0-DAY 14 DOSE: 125(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Labored Breathing #3 DAY 0 DAY 0 1
Lethargic #3 DAY O DAY 0 1
Rough Coat #1 DAY O DAY O 1
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 DAY O DAY 0 1
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INDIVIDUAL CLINICAL SIGNS
A STUDY: 104IP26 GRQUP: 4-M " TSEX: MALE -
DAY 0-DAY 14 DOSE: " 250(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
681 8lue Feet #1 OAY O DAY 0 1
8lue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY 0O 1
Comatose #1 DAY O DAY O 1
Comatose #2 DAY O DAY 0 1
Comatose #3 DAY 0 DAY O 1
Animal Found Oead DAY 1 DAY 1 1
Labored Breathing #1 DAY 0 OAY O 1
Labored Breathing #2 OAY O DAY O 1
Labored Breathing #3 DAY 0 DAY O 1
Rough Coat #1 O0AY 0 OAY O 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY O DAY O 1
682 Blue Feet #1 DAY 0 DAY 0O 1
8lue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY O 1
Decreased Activity 1 DAY 3 DAY 3 1
Decreased Activity #1 3 DAY 0 DAY O 1
Decreased Activity #2 3 DAY 0 DAY O 1
Decreased Activity #3 2 DAY O DAY O 1
Hunched Posture DAY 1 DAY 8 é
Hunched Posture #1 DAY 0 DAY 0 1
Hunched Posture #2 DAY O DAY O 1
Hunched Posture #3 DAY 0O DAY O 1
Normal DAY 10 DAY 13 4
Rough Coat DAY 1 OAY 9 9
Rough Coat #1 DAY 0O DAY O 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY O DAY 0 1
Scheduled Sacrifice . DAY 14 OAY 14 1
683 Blue Feet DAY 1 OAY 9 2
8lue Feet #1 DAY O DAY O 1
8lue Feet #2 DAY 0 DAY 0 1
8lue Feet #3 DAY 0 DAY 0 1
Decreased Activity 1 DAY 1 OAY 3 3
Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 1041IP26 GROUP: 4-M SEX: MALE
DAY O-DAY 14 DOSE: = 250 (mg/kq)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSETY DURATION FREQUENCY
Decreased Activity #1 2 DAY 0 DAY 0 1
Decreased Activity #2 3 DAY 0 DAY 0 1
Decreased Activity #3 3 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 8 6
Hunched Posture #1 DAY 0 DAY O 1
Hunched Posture #2 DAY O DAY 0 1
Hunched Posture #3 DAY O DAY 0 1
Normal DAY 13 DAY 13 1
Rough Coat DAY 1 DAY 12 12
Rough Coat #1 DAY 0 DAY 0 1
Rough Coat #2 DAY O DAY 0 1
Rough Coat #3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1

684 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY D DAY D 1
Blue Feet #3 DAY 0 DAY 0 1
Comatose #1 DAY 0 DAY D 1
Comatose #2 DAY 0 DAY D 1
Comatose #3 5 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing #1 ‘ DAY O DAY 0 1
Labored Breathing #2 DAY 0 DAY 0 1
Labored Breathing #3 DAY 0 DAY 0 1
Rough Coat #1 DAY 0 DAY O 1
Rough Coat #2 DAY D DAY D 1
Rough Coat #3 DAY D DAY 0 1

685 Blue Feet #1 DAY O DAY D 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY O 1
Comatose #1 DAY D DAY D 1
Comatose #2 DAY D DAY D 1
Comatose #3 DAY 0 DAY D 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing #1 DAY 0 DAY D 1
Labored Breathing #2 DAY 0 DAY 0 1
Labored Breathing #3 DAY O DAY D 1
Rough Coat #1 DAY 0 DAY 0 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY 0 DAY 0 1

Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104IP26 GROUP: 5-M SEX: MALE
DAY 0-DAY 14 DOSE: ~ 500 (mg/kq)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

691 Blue Feet DAY 1 DAY 1 1
Blue Feet #1 DAY O DAY 0 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY O DAY O 1
Decreased Activity 1 DAY 3 DAY 3 1
Decreased Activity #1 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 9 9
Hunched Posture #1 DAY 0 DAY 0 1
Hunched Posture #2 0AY O DAY 0 1
Hunched Posture #3 DAY 0 DAY 0 1
Labored Breathing #3 OAY 0 OAY 0 1
Lethargic DAY 1 DAY 1 1
Lethargic #2 DAY 0 DAY O 1
Lethargic #3 DAY 0 DAY O 1
Normal DAY 13 DAY 13 1
Rough Coat DAY 1 DAY 12 12
Rough Coat #1 DAY O DAY 0 1
Rough Coat #2 DAY O DAY D 1
Rough Coat #3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1

692 Blue Feet #1 DAY 0 DAY 0 1
Comatose #1 DAY 0 DAY O 1
Animal Found Dead DAY O DAY 0 1
Labored Breathing #1 DAY 0 DAY 0 1
Rough Coat #1 DAY 0 DAY O 1

693 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY D DAY D 1
Blue Feet #3 OAY 0 DAY 0 1
Comatose #2 DAY 0 DAY 0 1
Comatose #3 DAY O DAY O 1
Decreased Activity #1 3 DAY O DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Hunched Posture #1 DAY D DAY O 1
Labored Breathing #2 DAY 0 DAY 0 1
Labored Breathing #3 DAY O DAY O 1
Rough Coat #1 DAY D DAY 0 1
Rough Coat #2 OAY 0 DAY 0 1
Rough Coat #3 DAY 0 DAY O 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104IP26 GROUP: 5-M SEX: MALE
DAY O0-DAY 14 DOSE: 500(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

694 Blue Feet #1 DAY 0 DAY 0 1
Comatose #1 DAY O DAY O 1
Animal Found Dead DAY 0 DAY 0 1
Labored Breathing #1 DAY O DAY 0 1
Rough Coat #1 DAY O DAY O 1
695 Blue Feet #1 DAY O DAY 0 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY O 1
Comatose #1 DAY 0 DAY O 1
Comatose #2 DAY 0 DAY O 1
Comatose #3 DAY 0 DAY O 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing #1 DAY O DAY 0 1
Labored Breathing #2 DAY 0 DAY 0 1
Labored Breathing #3 DAY O DAY O 1
Rough Coat #1 DAY O DAY 0 1
Rough Coat #2 DAY 0 DAY O 1
Rough Coat #3 DAY O DAY O 1
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STUDY: 104P024 GROUP: 3-F SEX: FEMALE
DAY O-DAY 14 DOSE: = 20(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

506 Normal DAY 1 DAY 13 8
Normal 1 DAY O DAY 0 1
Normal 2 DAY 0 DAY 0 1
Normal 3 DAY 0 DAY 0 1
Rough Coat DAY 2 DAY 11 5
Scheduled Sacrifice DAY 14 DAY 14 1

507 Normal DAY 1 DAY 13 9
Normal 1 DAY 0 DAY 0 1
Normal 2 DAY 0 DAY 0 1
Normal 3 DAY 0 DAY 0 1
Rough Coat DAY 4 DAY 7 4
Scheduled Sacrifice DAY 14 DAY 14 i)

508 Normal DAY & DAY 13 7
Normal 1 DAY O DAY 0 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 7 é
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1|

509 Normal DAY 6 DAY 13 7
Normal 1 DAY 0 DAY 0 1
Normal 2 DAY O DAY 0 1
Rough Coat DAY 1 DAY 7 é
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1

510 Normal DAY 1 DAY 13 8
Normal 1 DAY O DAY O 1
Normal 2 DAY 0 DAY 0 1
Normal 3 DAY 0 DAY 0 1
Rough Coat DAY 3 DAY 8 5
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY: 104P024 GROUP: 6-F SEX: FEMALE
DAY O-DAY 14 DOSE: 50(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
526 Normal DAY 8 DAY 13 5
Normal 1 DAY 0 DAY 0 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 12 8
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
527 Hunched Posture DAY 1 DAY 7 5
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 8 DAY 13 4
Normal 1 DAY O DAY 0 1
Normal 2 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 12 9
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
528 Hunched Posture DAY 0 DAY 1 2
Normal DAY 8 DAY 13 4
Normal 1 DAY O DAY 0 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 12 9
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
529 Hunched Posture DAY 5 DAY 7 3
Normal DAY 8 DAY 13 2
Normal 1 DAY 0 DAY 0 1
Normal 2 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 12 11
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
530 Hunched Posture DAY 1 DAY 6 3
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 8 DAY 13 5
Normal 1 DAY O DAY O 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 12 8
Rough Coat 3 DAY O DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY: 104P024 GROUP: 7-F SEX: FEMALE
DAY O-DAY 14 DOSE:  110(mg/kg)
o ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
531 Decreased Activity 1 DAY 4 DAY & 1
Hunched Posture DAY 2 DAY 7 4
Normal DAY 13 DAY 13 1
Normal 1 DAY 0 DAY O 1
Normal 2 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 12 12
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice _Day 14 DAY 14 1
532 Decreased Activity 1 DAY 4 DAY 4 1
Hunched Posture DAY 3 DAY 7 5
Normal DAY 11 DAY 13 2
Normal 1 DAY O DAY 0 1
Normal 2 DAY 0 DAY O 1
Normal 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 12 1"
Scheduled Sacrifice DAY 14 DAY 14 1
533 Decreased Activity 1 DAY & DAY 7 2
Animal Found Dead DAY 8 DAY 8 1
Hunched Posture DAY 2 DAY 7 5
Normal 1 DAY O DAY 0 1
Rough Coat DAY 1 DAY 7 7
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
534 Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 3 DAY 0 DAY O 1
Normal 1 DAY 0 DAY O 1
Normal 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 3 DAY 0 DAY 0 1
535 Decreased Activity 1 DAY & DAY 4 1
Hunched Posture DAY 1 DAY 7 6
Normal DAY 12 DAY 13 2
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe

3-73




STUDY: 104P024 GROUP: 7-F SEX: FEMALE
DAY 0-DAY 14 DOSE: ~ 110 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

Normal 1 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 11 11
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY: 104P024 GROUP: 8-F SEX: FEMALE
DAY 0-DAY 14 DOSE: ~ 250 (mg/kg)
............ ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
536 Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal 1 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 2 DAY 0 DAY D 1
Rough Coat 3 DAY O DAY D 1
537 Decreased Activity 1 DAY 4 DAY 1D 4
Decreased Activity 2 DAY 6 DAY 6 1
Dark Material Around Eyes DAY 11 DAY 12 2
Hunched Posture DAY 1 DAY 13 13
Hunched Posture 3 DAY O DAY O 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 2 DAY 0 DAY D 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
538 Animal Found Dead DAY 2 DAY 2 1
ttunched Posture DAY 0 DAY 2 3
Runched Posture 3 DAY 0 DAY 0 1
Normal 1 DAY O DAY D 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY D DAY D 1
539 Ataxia 1 DAY & DAY & 1
Animal Found Dead DAY 5 DAY S 1
Hunched Posture DAY 1 DAY & 4
Hunched Posture 3 DAY D DAY D 1
Labored Breathing DAY 2 DAY 2 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 4 4
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY O 1
Severity Codes
1 Slight
2 Moderate
3 Severe
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STUDY: 104P024 GROUP: 8-F SEX: FEMALE
DAY O-DAY 14 DOSE: = 250 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
540 Decreased Activity 1 DAY 1 DAY 2 2
Decreased Activity 3 1 DAY 0 DAY O 1
Dark Material Around Eyes DAY 2 DAY 2 1
Dark Material Around Nose DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 3 DAY 0 DAY 0 1
Normal 1 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1

. Severity Codes

1 Slight
Moderate
3 Severe
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STUDY: 104P024 GROUP: 9-F SEX: FEMALE
DAY 0-DAY 14 DOSE: 600 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

541 Decreased Activity 2 1 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Hunched Posture2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Norma! 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1

542 Decreased Activity 1 DAY 1 DAY 1 1
Decreased Activity 2 1 DAY 0 DAY 0 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 3 DAY O DAY 0 1
Normal 1 DAY O DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 2 DAY D DAY O 1
Rough Coat 3 DAY 0 DAY D 1

543 Decreased Activity 2 DAY 1 DAY 1 1
Animal Found Dead DAY 1 DAY 1 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal 1 DAY O DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 2 DAY D DAY D 1
Rough Coat 3 DAY 0 DAY 0 1

544 Animal Found Dead DAY 1 DAY 1 1
Hunched Posture2 DAY 0 DAY 0 1
Hunched Posture 3 DAY D DAY D 1
Normal 1 DAY D DAY D 1
Rough Coat 2 DAY D DAY 0 1
Rough Coat 3 DAY D DAY D 1

545 Animal Found Dead DAY 1 DAY 1 1
Hunched Posture?2 DAY D DAY D 1

Severity Codes
1 Slight
Moderate
3 Severe
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STUDY: 104P024 GROUP: 9-F SEX: FEMALE
DAY O-DAY 14 DOSE: 600 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Hunched Posture 3 DAY 0O DAY O 1
Normal 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY 0 1
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STUDY: 104IP24 GROUP: 1-F SEX: FEMALE
DAY O-DAY 14 DOSE: 20(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

556 Abdomen Bloated DAY 2 DAY 2 1
Dark Material Around Nose DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY 0 1

557 Abdomen Bloated DAY 2 DAY 2 1
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1

558 Abdomen Bloated DAY 2 DAY 13 1
Dark Material Around Nose DAY 2 DAY 2
Hunched Posture DAY 1 DAY 13 13
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY 0O DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Lethargic DAY 7 DAY 7 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

559 Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 1 DAY O DAY O 1
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ACUTE INTRAPERITONEAL_ TOXICITY

STUDY OF WR242511 IN RATS @ [ﬁ} & F Tr

STUDY: 104IP24 GROUP: 1-F SEX: FEMALE
DAY O-DAY 14 DOSE: 20(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
560 Abdomen Bloated DAY 2 DAY 13 12
Hunched Posture DAY 1 DAY 13 11
Hunched Posture 2 DAY O DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY OF WR242511 IN RATS D [}% & [F LU"
INDIVIDUAL CLINICAL SIGNS
STUDY: 104IP24 GROUP: 2-F SEX: FEMALE
DAY 0-DAY 14 DOSE:  50(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
566 Abdomen Bloated DAY 2 DAY 2 1
Blue Feet 2 DAY 0 DAY D 1
Decreased Activity 1 1 DAY 0 DAY 0 1
Dark Material Around Nose DAY 2 DAY 2 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 1 DAY 0O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
567 Blue Feet 2 DAY O DAY 0 1
Blue Feet 3 DAY D DAY D 1
Decreased Activity 1 1 DAY 0 DAY 0 1
Decreased Activity 2 1 DAY 0 DAY D 1
Animal Found Dead DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY D DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY D 1
Rough Coat 2 DAY 0 DAY D 1
Rough Coat 3 DAY O DAY O 1
568 Abdomen Bloated DAY 2 DAY 2 1
Blue Feet 2 DAY 0 DAY D 1
Decreased Activity 1 1 DAY 0 DAY 0 1
Decreased Activity 3 1 DAY D DAY D 1
Dark Material Around Nose DAY 2 DAY 2 1
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY D DAY O 1
Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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ER
STUDY OF WR

STUDY: 104IP24 GROUP: 3-F SEX: FEMALE
DAY 0-DAY 14 DOSE: 110(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY ’
580 Second Clinical Sign DAY 0 DAY 0 1
Decreased Activity 1 1 DAY 0 DAY O 1
Animal Found Dead DAY 0 DAY 0 1
Hunched Posture 1 DAY 0 DAY 0 1
Rough Coat 1 DAY O DAY O 1
Severity Codes
1 Slight
Moderate
3 Severe
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STUDY: 1041IP24 GROUP: -F SEX: FEMALE
DAY 0-DAY DOSE: 250 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
586 first Clinical Sign DAY 0 DAY 0 1
Animal found Dead DAY 0 DAY O 1
587 First Clinical Sign DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
588 Second Clinical Sign DAY O DAY 0 1
Blue Feet 1 DAY O DAY O 1
Animal Found Dead DAY O DAY 0 1
Hunched Posture 1 DAY O DAY 0 1
Lethargic 1 DAY 0 DAY O 1
Rough Coat 1 DAY O DAY O 1
589 First Clinical Sign DAY O DAY O 1
Animal Found Dead DAY 0 DAY 0 1
590 fFirst Clinical Sign DAY 0 DAY O 1
Animal Found Dead DAY O DAY O 1
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STUDY OF WR242511
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STUDY: 104IP24 GROUP: 5-F SEX: FEMALE
DAY 0-DAY 14 DOSE: = 600 (mg/kq)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
596 second Clinical Sign DAY O DAY O 1
Decreased Activity 1 2 DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
597 Second Clinical Sign DAY O DAY 0 1
Decreased Activity 1 1 DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
Rough Coat 1 DAY O DAY 0 1
598 second Clinical Sign DAY O DAY 0 1
Animal Found Dead DAY O DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
599 second Clinical Sign DAY 0 DAY 0 1
Animal Found Dead DAY O DAY O 1
Rough Coat 1 DAY 0 DAY 0 1
600 Third clinical Sign DAY 0 DAY 0 1
Blue Feet 2 DAY O DAY O 1
Decreased Activity 1 1 DAY O DAY O 1
Animal Found Dead DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Lethargic 2 DAY 0 DAY 0 1
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY O DAY O 1
Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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ACUTE INTRAPERITONEAL TOXICITY STUDY OF
WR242511 IN RATS

STUDY: 104IP4A GROUP: 1-F SEX: FEMALE
DAY O0-DAY 14 DOSE: 5(mg/kqg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
47 Activity Decreased 1 DAY 10 DAY 10 1
Hunched Posture DAY 19 DAY 13 [
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY 4 DAY 4 1
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 9
Rough Coat 3 DAY O DAY O 1
" Scheduled Sacrifice DAY 14 DAY 14 1
472 Activity Decreased 1 DAY 10 DAY 10 1
Hunched Posture DAY 11 DAY 13 3
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Normal DAY & DAY 6 3
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 9
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
473 Hunched Posture DAY 1 DAY 11 3
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Normal DAY & DAY 8 5
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 8
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
474 Activity Decreased 1 DAY 11 DAY 11 1
Hunched Posture DAY 1 DAY 13 6
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY O DAY O 1
Normal DAY 4 DAY 6 3
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 10
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104IP4A GROUP: 1-F SEX: FEMALE
DAY 0-DAY 1% DOSE: = 5 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
475 Hunched Posture DAY 1 DAY 11 3
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 4 DAY 6 3
Normal 1 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 10
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY: 104IP4A GROUP: 2-F SEX: FEMALE
DAY 0-DAY 14 DOSE:  10(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

461 Hunched Posture DAY 1 DAY 13 [
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY 0 1
Normal DAY 5 DAY 9 3
Rough Coat DAY 1 DAY 13 10
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

462 Activity Decreased 1 DAY 10 DAY 11 2
Hunched Posture DAY 1 DAY 13 é
Hunched Posture 1 DAY O DAY 0 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Normal DAY S DAY 5 1
Rough Coat DAY 1 DAY 13 9
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

463 Activity Decreased 1 DAY 1 DAY 13 5
Hunched Posture DAY 1 DAY 13 é
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Normal DAY & DAY 6 3
Rough Coat DAY 1 DAY 9 é
Rough Coat 2 DAY 0O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

464 Activity Decreased 1 DAY 1 DAY 13 é
Hunched Posture DAY 1 DAY 13 é
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY 0 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104IP4A GROUP: 2-F SEX: FEMALE
DAY O0-DAY 14 DOSE: 10 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Normal DAY 4 DAY 6 3
Rough Coat DAY 1 DAY 13 10
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

465 Activity Decreased 1 DAY 10 DAY 11 2
Hunched Posture DAY 1 DAY 13 6
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Normal DAY 4 DAY 6 3
Rough Coat DAY 1 DAY 13 10
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1

Severity Codes
1 Slight
Moderate
3 Severe
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ACUTE INTRAPERITONEAL_TOXICITY STUDY OF =
WR242511 IN RATS (o

----------------------------------------------------------------------------------------------------------------------------------

STUDY. 104IP4A GROUP: 3-F SEX: FEMALE
DAY O-DAY 14 DOSE:  16.5(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
451 Abdomen Bloated DAY 7 DAY 7 1
Activity Decreased 1 DAY 11 DAY 11 1
Hunched Posture DAY 1 DAY 13 1
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
452 Abdomen Bloated DAY 7 DAY 8 2
Activity Decreased 1 DAY 2 DAY 11 3
Hunched Posture DAY 1 DAY 13 1"
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY O DAY 0 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
453 Hunched Posture DAY 1 DAY 13 1
Hunched Posture 1 DAY O DAY 0 9
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
454 Hunched Posture DAY 1 DAY 13 9
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY O DAY O 1
Severity Codes
1 Slight
2 Moderate
3 Severe
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11 IN RATS @@&EF

STUDY: 104IP4A GROUP: 3-F SEX: FEMALE
DAY O-DAY 14 DOSE: 16.5 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY S DAY 5 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

455 Abdomen Bloated DAY 7 DAY 8 2
Activity Decreased 1 DAY 10 DAY 11 2
Hunched Posture DAY 1 DAY 12 10
Hunched Posture 1 DAY D DAY D 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY S DAY 5 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 1 DAY O DAY D 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1

Severity Codes
1 Slight
Moderate
3 Severe
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STUDY: 104IP4A GRO 4-F SEX: FEMALE
DAY O-DAY 14 DOSE: 30(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

1 ... tecccecssse FERY S ¥ TP W DAY 2 DAY 2 1
Abdomen Bloated DAY 1 DAY 2 2
Animal Found Dead DAY 3 DAY 3 1
Hunched Posture DAY 1 DAY 2 2
Hunched Posture 1 DAY D DAY D 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1

442 Abdomen Bloated DAY 1 DAY 7 7
Blue Feet DAY 7 DAY 7 1
Activity Decreased 1 DAY 2 DAY 2 1
Animal Found Dead DAY 7 DAY 7 1
Hunched Posture DAY 1 DAY 7 7
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 7 7
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY D 1
Rough Coat 3 DAY O DAY O 1

443 Abdomen Bloated DAY 1 DAY 9 4
Activity Decreased 1 DAY 10 DAY 13 3
Hunched Posture DAY 1 DAY 13 10
Hunched Posture 1 DAY D DAY D 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY O DAY O 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

Severity Codes
Severity No. Description

1
2
3
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STUDY: 104IP4A GROUP: 4-F SEX: FEMALE
DAY 0-DAY 14 DOSE: " 30(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
1344 Abdomen Bloated DAY 1 DAY 9 9
Blue Feet DAY & DAY 7 4
Activity Decreased 1 DAY 2 DAY 13 2
Hunched Posture DAY 1 DAY 13 13
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 13 13
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
445 Activity Decreased 1 1 DAY 0 DAY 0 1
Activity Decreased 2 1 DAY D DAY O 1
Animal Found Dead DAY & DAY & 1
Hunched Posture DAY 1 DAY 3 3
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY D 1
Rough Coat DAY 1 DAY 3 3
Rough Coat 1 DAY 0 DAY D 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
Severity Codes
1 Slight
2 Moderate
3 Severe
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ACUTE ORAL TOXICITY STUDY
OF WR269410 IﬁIRAT

STUDY: 104P026 GROUP: 1-F SEX: FEMALE
DAY O-DAY 14 DOSE: ~ 550 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
606 Ataxia 3 DAY 0 DAY 0 1
Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Decreased Activity 1 DAY 3 DAY 3 1
Decreased Activity 2 DAY 1 DAY 2 2
Decreased Activity 3 3 DAY 0 DAY O 1
Hunched Posture DAY & DAY & 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY O 1
Lethargic 1 DAY O DAY 0 1
Lethargic 2 DAY 0 DAY O 1
Normal DAY 11 DAY 13 3
Rough Coat DAY 1 DAY 10 10
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
607 Third Clinical Sign DAY 0 DAY O 1
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY O 1
Comatose 1 DAY O DAY 0 1
Comatose 2 DAY 0 DAY 0 1
Animal Found Dead DAY O DAY D 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
608 Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY O 1
Comatose 1 DAY O DAY 0 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104P0O26 GR 1-F SEX: FEMALE
DAY O-DAY DOSE: 550(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET OURATION FREQUENCY
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 O0AY O OAY O 1
Labored Breathing 3 0AY O O0AY 0 1
Lethargic 2 0AY 0 0AY O 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 0AY 0 0AY O 1

609 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY O DAY 0 1
8lue Feet 3 DAY O DAY O 1
Comatose 0AY 1 DAY 1 1
Comatose 1 DAY 0 DAY 0 1
Comatose 2 0AY O DAY 0 1
Comatose 3 DAY 0 OAY O 1
Animal Found Dead DAY 2 DAY 2 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY O 1
Labored Breathing 2 DAY O DAY O 1
Labored Breathing 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1

610 First Clinical Sign DAY 0 DAY 0 1
Animal Found Dead DAY O DAY O 1
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STUDY: 104P026 GROUP: 2-F SEX: FEMALE
DAY O-DAY 14 DOSE: = 700 (mg/kqg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

616 Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Comatose 1 DAY 0 DAY O 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY O DAY O 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY O DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1

617 Second Clinical Sign DAY O DAY 0 1
Blue Feet 1 DAY O DAY D 1
Comatose 1 DAY O DAY 0 1
Animal Found Dead DAY 0 DAY O 1
Labored Breathing 1 DAY O DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1

618 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY D 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Decreased Activity 1 DAY 3 DAY 4 2
Decreased Activity 2 DAY 1 DAY 2 2
Decreased Activity 1 2 DAY 0 DAY 0 1
Decreased Activity 2 3 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 11 1
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY O DAY O 1
Lethargic 3 DAY 0 DAY D 1
Normal DAY 12 DAY 13 2
Rough Coat DAY 1 DAY 11 11
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104P026 GROUP: 2-F SEX: FEMALE
DAY 0-DAY 14 DOSE: = 700 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

619 Third Clinical Sign DAY 0 DAY 0 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY O DAY O 1
Comatose 1 DAY 0 DAY O 1
Comatose 2 DAY O DAY 0 1
Animal Found Dead DAY 0 DAY O 1
Labored Breathing 1 DAY O DAY O 1
Labored Breathing 2 DAY O DAY O 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1

620 Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Comatose 1 DAY 0 DAY O 1
Comatose 2 DAY 0 DAY O 1
Comatose 3 DAY 0 DAY O 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY O 1
Labored Breathing 3 DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
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STUDY: 104P0O26 GROUP: 3-F SEX: FEMALE
DAY O-DAY 14 DOSE: 900 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
626 Third Clinical Sign DAY 0 DAY 0 1
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY O 1
Comatose 1 DAY 0 DAY 0 1
Comatose 2 DAY 0 DAY O 1
Animal Found Dead DAY 0 DAY O 1
Labored Breathing 1 DAY O DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY O DAY O 1
627 Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose 1 DAY 0 DAY 0 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY 0 DAY 0 1
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
628 Second Clinical Sign DAY O DAY O 1
Blue Feet 1 DAY 0 DAY 0 1
Comatose 1 DAY O DAY 0 1
Animal Found Dead DAY O DAY 0 1
Labored Breathing 1 DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
629 First Clinical Sign DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY O 1
630 Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
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STUDY: 104P0O26 GROUP: -F SEX: FEMALE
DAY O-DAY 14 DOSE: 900 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

Blue Feet 3 DAY 0 DAY 0 1
Comatose 1 DAY 0 DAY 0 1
Comatose 2 DAY 0 DAY O 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY O 1
Labored Breathing 2 DAY 0 DAY O 1
Labored Breathing 3 DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
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STUDY: 104P026 GROUP: 4-F SEX: FEMALE
DAY 0-DAY 14 DOSE: = 1150 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
636 Ataxia 2 DAY 0 DAY 0 1
Ataxia 3 DAY 0 DAY 0 1
Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Decreased Activity 1 DAY 1 DAY 5 5
Decreased Activity 1 3 DAY O DAY 0 1
Decreased Activity 3 2 DAY O DAY O 1
Animal Found Dead DAY 6 DAY 6 1
Hunched Posture DAY 1 DAY 5 5
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Lethargic 2 DAY O DAY 0 1
Rough Coat DAY 1 DAY 5 5
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
637 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY O 1
Decreased Activity 1 DAY 2 DAY & 3
Decreased Activity 2 DAY 1 DAY 1 1
Decreased Activity 3 3 DAY 0 DAY 0 1
Hunched Posture DAY & DAY 6 3
Hunched Posture 2 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY 0 DAY O 1
Lethargic 1 DAY 0 DAY O 1
Lethargic 2 DAY 0 DAY O 1
Normal DAY 12 DAY 13 2
Rough Coat DAY 1 DAY 11 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
Tip of Tail Darkened DAY & DAY 4 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY 104P026 GROUP: 4-~F SEX: FEMALE
DAY O-DAY 14 DOSE: = 1150 (mg/kg)
ANIMAL # OBSERVATIDNS SEVERITY LOC ONSET DURATION FREQUENCY
638 Ataxia 2 DAY 1 DAY 1 1
Ataxia 2 DAY 0 DAY 0 1
Ataxia 3 DAY 0 DAY 0 1
Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY O DAY D 1
Blue Feet 3 DAY 0 DAY 0 1
Decreased Activity 1 DAY 2 DAY 5 4
Decreased Activity 2 DAY 1 DAY 1 1
Decreased Activity 1 3 DAY 0 DAY 0 1
Decreased Activity 3 3 DAY 0 DAY O 1
Animal Found Dead DAY 6 DAY 6 1
Hunched Posture DAY 1 DAY 5 5
Hunched Posture 1 DAY O DAY D 1
Hunched Posture 3 DAY 0 DAY D 1
End Half of Tail Qarkened DAY 4 DAY 5 2
Lethargic 2 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 5 S5
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Tip of Tail Darkened DAY 3 DAY 3 1
639 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY D DAY D 1
Blue Feet 2 DAY O DAY D 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose 1 DAY 0 DAY 0 1
Comatose 2 DAY D DAY D 1
Comatose 3 DAY 0 OAY 0 1
Decreased Activity 1 DAY 4 DAY 4 1
Decreased Activity 2 DAY 3 DAY 3 1
Decreased Activity 3 DAY 1 DAY 2 2
Dark Material Around Eyes DAY 2 DAY 2 1
Hunched Posture DAY 1 DAY 11 9
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY D DAY 0 1
Labored Breathing 3 DAY 0 DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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OF WR2694

STUDY: 104PO026 GROUP: 4-F SEX: FEMALE
DAY 0-DAY 14 DOSE: 1150 (mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Normal DAY 12 DAY 13 2
Rough Coat DAY 1 DAY 11 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
Tip of Tail Darkened DAY & DAY & 1

640 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY D DAY O 1
Blue Feet 2 DAY D DAY 0 1
Blue Feet 3 DAY D DAY D 1
Comatose DAY 1 DAY 1 1
Comatose 2 DAY 0 DAY 0 1
Animal Found Dead DAY 2 DAY 2 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY D DAY 0 1
Labored Breathing 3 DAY 0 DAY 0 1
Lethargic 1 DAY D DAY 0 1
Lethargic 3 DAY D DAY 0O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY D 1
Rough Coat 2 DAY D DAY 0 1
Rough Coat 3 DAY O DAY 0 1
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1IN [
INDIVIDUAL CLINICAL SIGNS
STUDY: 104P026 GROUP: 5-F SEX: FEMALE
DAY O-DAY 14 DOSE: 1500 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
646 Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose 1 DAY 0 DAY O 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY 0 DAY 0 1
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY D DAY D 1
Rough Coat 3 DAY 0 DAY O 1
647 First Clinical Sign DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
648 Ataxia 1 DAY 1 DAY 2 2
Blue Feet DAY 1 DAY 2 2
Blue Feet 1 DAY D DAY O 1
Blue Feet 2 DAY D DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Decreased Activity 2 DAY 1 DAY 2 2
Animal Found Deed DAY & DAY & 1
Hunched Posture DAY 1 DAY 2 2
Labored Breathing 1 DAY D DAY D 1
Labored Breathing 2 DAY O DAY 0 1
Lethargic 1 DAY O DAY 0 1
Lethargic 2 DAY D DAY 0 1
Lethargic 3 DAY 0 DAY 0 1
Rough Coat DAY 1 DAY 2 2
Rough Coat 1 DAY D DAY D 1
Rough Coat 2 DAY 0 DAY D 1
Rough Coat 3 DAY 0 DAY 0 1
649 First Clinical Sign DAY 0 DAY 0 1
Animal Found Dead DAY D DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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OF WR269410 IN RATS @ @ m [S T-r

STUDY: 104P026 GROUP: 5-F SEX: FEMALE
DAY 0-DAY 14 DOSE: 1500 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
650 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose DAY 1 DAY 1 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY O DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing 1 DAY 0 DAY 0 1
Labored Breathing 2 DAY 0 DAY 0 1
Labored Breathing 3 DAY D DAY D 1
Lethargic 1 DAY O DAY 0 1
Rough Coat DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY 0 1
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STUDY: 104PO6A GROUP: 1-F SEX: FEMALE
DAY 0-DAY 14 DOSE: = 150(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
436 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY 0 1
Blue Feet 2 DAY 0 DAY O 1
Activity Decreased 1 DAY 1 DAY 10 2
Activity Decreased 1 1 DAY O DAY O 1
Activity Decreased 2 1 DAY 0 DAY 0 1
Activity Decreased 3 1 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 13 4
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY O DAY 0 1
Hunched Posture 3 DAY D DAY O 1
Normal DAY 5 DAY 9 5
Rough Coat DAY 1 DAY 13 7
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1
437 Blue Feet 1 DAY D DAY 0 1
Blue Feet 2 DAY D DAY O 1
Blue Feet 3 DAY 0 DAY 0 1
Activity Decreased 1 DAY 1 DAY 10 2
Activity Decreased 1 1 DAY 0 DAY O 1
Activity Decreased 2 1 DAY O DAY O 1
Activity Decreased 3 1 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 10 2
Hunched Posture 1 DAY O DAY D 1
Hunched Posture 2 DAY O DAY 0 1
Hunched Posture 3 DAY D DAY 0 1
Normal DAY 5 DAY 9 5
Rough Coat DAY 1 DAY 13 7
Rough Coat 1 DAY D DAY D 1
Rough Coat 2 DAY D DAY D 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
438 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY O DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe

3-106




ACUTE O
WR

NE
2]
S
oX
L)
O

STUDY: 104P0O6A GROUP: 1-F SEX: FEMALE
DAY 0-DAY 14 OSE:  150(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY O DAY O 1
Comatose DAY 1 DAY 2 2
Activity Decreased 2 DAY 3 DAY 3 1
Activity Decreased 1 3 DAY 0 DAY O 1
Activity Decreased 2 3 DAY 0 DAY 0 1
Activity Decreased 3 3 DAY O DAY O 1
Animal Found Dead DAY 4 DAY 4 1
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY O 1
Labored Breathing DAY 1 DAY 1 1
Rough Coat DAY 1 DAY 3 3
Rough Coat 2 DAY O DAY O 1
439 Blue Feet DAY 1 DAY 2 2
Blue Feet 1 DAY © DAY O 1
Blue Feet 2 DAY O DAY 0 1
Blue Feet 3 DAY O DAY O 1
Blue Tail DAY 1 DAY 2 2
Activity Decreased 1 DAY 2 DAY 3 2
Activity Decreased 3 DAY 1 DAY 1 1
Activity Decreased 1 1 DAY O DAY O 1
Activity Decreased 2 1 DAY 0 DAY O 1
Activity Decreased 3 1 DAY O DAY D 1
Hunched Posture DAY 1 DAY 13 6
Hunched Posture 1 DAY O DAY 0 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY O DAY O 1
Normal DAY 5 DAY 9 4
Rough Coat DAY 1 DAY 13 8
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
440 Animal Found Dead DAY 0 DAY 0 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104PO6A GROUP: 2-F SEX: FEMALE
DAY O-DAY 14 DOSE: " 230(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
426 Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY O 1
Comatose 1 DAY 0 DAY O 1
Comatose 2 DAY 0 DAY 0 1
Comatose 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
427 Blue Feet 1 DAY 0 DAY O 1
Comatose 1 DAY 0 DAY 0 1
Animal Found Dead DAY O DAY O 1
428 Blue Feet 1 DAY O DAY 0 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose 2 DAY O DAY O 1
Comatose 3 DAY 0 DAY 0 1
Activity Decreased 1 3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Rough Coat 3 DAY 0 DAY 0 1
429 Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Comatose 1 DAY 0 DAY 0 1
Comatose 2 DAY O DAY O 1
Comatose 3 DAY O DAY O 1
Animatl Found Dead DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY O 1
430 Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY 0 DAY O 1
Comatose 1 DAY O DAY 0 1
Comatose 2 DAY O DAY 0 1
Comatose 3 DAY O DAY O 1
Severity Codes
1 Slight
9) Moderate
3 Severe
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ACUTE ORAL TO ICITY STUDY OF
410 IN RATS

STUDY 104PO6A GROUP: 2-F SEX: FEMALE
DAY O0-DAY 14 DOSE: =~ 230 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Animal Found Dead DAY 0 DAY 0 1
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY 0 DAY 0 1
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ACUTE QRAL TOXIC
WR269410 I

STUDY: 104PO6A GROUP: 3-F SEX: FEMALE
DAY O-DAY 14 DOSE: 350(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

416 8lue Feet 1 DAY O DAY 0 1
Comatose 1 DAY 0 DAY O 1
Animal Found Dead DAY 0 DAY O 1
Rough Coat 1 DAY O DAY O 1

617 Animal Found Dead DAY 0 DAY O 1

418 Blue Feet DAY 1 DAY 3 3
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY O DAY O 1
Blue Tail DAY 2 DAY 2 1
Activity Decreased 1 DAY 1 DAY 3 2
Activity Decreased 2 DAY 2 DAY 2 1
Activity Decreased 1 1 DAY O DAY O 1
Activity Decreased 2 1 DAY 0 DAY 0 1
Activity Decreased 3 2 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY & 4
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Runched Posture 3 DAY 0 DAY 0 1
Normal DAY 7 DAY 9 3
Rough Coat DAY 1 DAY 13 9
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

419 Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY O DAY 0 1
Comatose 1 DAY O DAY O 1
Comatose 2 DAY O DAY O 1
Comatose 3 DAY O DAY O 1
Animatl Found Dead DAY 1 DAY 1 1
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY 0 1

Severity Codes
Severity No. Description
1 Slight
Moderate
3 Severe
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STUDY: 104PO6A GROUP: 3-F SEX: FEMALE
DAY 0-DAY 14 DOSE: 350 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
420 Blue Feet 1 DAY 0 DAY O 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Comatose 1 DAY 0 DAY 0 1
Comatose 2 DAY 0 DAY O 1
Comatose 3 DAY 0O DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY 0 DAY O 1
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STUDY: 104PO6B GROUP: 1-F SEX: FEMALE
DAY 0-DAY 14 DOSE:  40(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

756 Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY © DAY 0 1
Blue Feet 3 DAY 0 OAY 0 1
Hunched Posture DAY 1 DAY ¢ 4
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY 6 DAY 13 S
Rough Coat DAY 1 DAY 11 7
Rough Coat 1 DAY 0 DAY 0 1
Rough Coat 2 DAY 0O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

757 Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 OAY O OAY O 1
Blue Feet 3 DAY 0O DAY O 1
Hunched Posture DAY 1 DAY 9 4
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 OAY O DAY O 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY 10 DAY 13 4
Rough Coat DAY 1 DAY 8 8
Rough Coat 1 DAY 0 DAY 0O 1
Rough Coat 2 DAY D DAY D 1
Rough Coat 3 DAY 0 DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1

758 Blue Feet 1 DAY O DAY O 1
Blue Feet 2 OAY O DAY 0 1
Blue Feet 3 DAY D DAY O 1
Hunched Posture DAY 1 DAY ¢ 8
Hunched Posture 1 DAY 0 DAY O 1
Hunched Posture 2 DAY 0 DAY O 1
Hunched Posture 3 DAY O DAY O 1
Normal DAY 8 DAY 13 S
Rough Coat 0AY 1 DAY 6 6
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ACUTE ORAL TOXICITY STUDY — —
OF WR269410 IN RATS UI ITQ A\ F (
i) JL! IEpu) r
INDIVIDUAL CLINICAL SIGNS
STUDY: 104P0O6B GROUP: 1-F SEX: FEMALE
DAY G-DAY 14 DOSE: = 40(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Rough Coat 1 DAY O DAY 0 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

759 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 9 6
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 8 DAY 13 A
Rough Coat DAY 1 DAY 10 8
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1

760 Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY 0 DAY 0 1
Blue Feet 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 9 5
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY 0 DAY 0 1
Hunched Posture 3 DAY 0 DAY 0 1
Normal DAY 8 DAY 13 3
Rough Coat DAY 1 DAY 11 10
Rough Coat 1 DAY 0 DAY O 1
Rough Coat 2 DAY 0 DAY 0 1
Rough Coat 3 DAY O DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
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STUDY: 104PO6B GROUP: 2-F SEX: FEMALE
DAY 0-DAY 14 DOSE: = 80(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
766 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY 0 1
Blue Feet 2 DAY D DAY D 1
Blue Feet 3 DAY 0 DAY D 1
Decreased Activity 1 DAY 1 DAY 1 1
Decreased Activity 1 DAY 0 DAY 0 1
Decreased Activity 1 DAY 0 DAY D 1
Decreased Activity 1 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 9 8
Hunched Posture 1 DAY 0 DAY 0 1
Hunched Posture 2 DAY D DAY D 1
Hunched Posture 3 DAY 0 DAY O 1
Normal DAY 8 DAY 13 2
Rough Coat DAY 1 DAY 12 1
Rough Coat 1 DAY D DAY D 1
Rough Coat 2 DAY 0 DAY D 1
Rough Coat 3 DAY D DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1
767 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY 0 DAY D 1
Blue Feet 2 DAY D DAY 0 1
Blue Feet 3 DAY D DAY D 1
Blue Tail DAY 1 DAY 1 1
Decreased Activity 1 DAY 1 DAY 1 1
Decreased Activity 1 DAY D DAY 0 1
Decreased Activity 1 DAY D DAY D 1
Decreased Activity 1 DAY D DAY D 1
Hunched Posture DAY 1 DAY 7 4
Hunched Posture 1 DAY D DAY D 1
Hunched Posture 2 DAY D DAY D 1
Hunched Posture 3 DAY D DAY 0 1
Normal DAY 8 DAY 12 5
Rough Coat DAY 1 DAY 13 8
Rough Coat 1 DAY D DAY D 1
Rough Coat 2 DAY D DAY D 1
Rough Coat 3 DAY D DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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ACUTE ORAL TOXICITY STUDY
OF WR269410 IN RATS

STUDY: 104PO6B GROUP: 2-F SEX: FEMALE
DAY O-DAY 14 DOSE:  80(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
768 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY 0 DAY O 1
Blue Feet 3 DAY 0 DAY 0 1
Blue Tail DAY 1 DAY 1 1
Decreased Activity 1 DAY 0 DAY O 1
Decreased Activity 1 DAY O DAY O 1
Decreased Activity 1 DAY 0 DAY 0 1
KRunched Posture DAY 1 OAY 7 3
Hunched Posture 1 DAY O DAY O 1
Runched Posture 2 DAY 0 DAY O 1
Runched Posture 3 DAY 0 DAY O 1
Normal DAY 8 DAY 13 S
Rough Coat DAY 1 DAY 12 8
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY 0 DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
769 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Blue Feet 2 DAY O DAY O 1
Blue Feet 3 DAY O DAY O 1
Decreased Activity 1 DAY O DAY 0 1
Decreased Activity 1 DAY O DAY O 1
Hunched Posture OAY 3 DAY 7 3
Hunched Posture 1 DAY O DAY O 1
Hunched Posture 2 DAY O DAY O 1
Kunched Posture 3 DAY O DAY O 1
Normal DAY 6 OAY 12 4
Rough Coat DAY 1 DAY 13 9
Rough Coat 1 DAY O DAY O 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
770 Blue Feet DAY 1 DAY 1 1
Blue Feet 1 DAY O DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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ACUTE ORAL TOXICITY STUDY
OF WR269410 IN RATS . —
IRERANER
Ui AP
INDIVIDUAL CLINICAL SIGNS
""""" STUDY: 104PO6B GROUP: 2-F . "SEX: FEMALE
DAY O-DAY 14 DOSE: 80(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Blue Feet 2 DAY O DAY D 1
Blue Feet 3 DAY 0 DAY D 1
Decreased Activity 1 DAY D DAY D 1
Decreased Activity 1 DAY D DAY O 1
Decreased Activity 1 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 9 8
Hunched Posture 1 DAY 0 DAY D 1
Hunched Posture 2 DAY O DAY D 1
Hunched Posture 3 DAY D DAY O 1
Normal DAY 8 DAY 8 1
Rough Coat DAY 1 DAY 13 12
Rough Coat 1 DAY 0 DAY D 1
Rough Coat 2 DAY O DAY O 1
Rough Coat 3 DAY O DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 1041IP26 GROUP: 1-F SEX: FEMALE
DAY 0-DAY 14 DOSE: = 30(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
656 Blue Feet #1 DAY 0 OAY 0 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Decreased Activity #1 1 DAY 0 DAY 0 1
Oecreased Activity #2 3 DAY 0 DAY 0 1
Oecreased Activity #3 3 OAY O DAY O 1
Hunched Posture DAY 1 DAY 6 2
Hunched Posture #2 OAY 0 DAY O 1
Hunched Posture #3 DAY O DAY 0 1
Normal DAY 8 DAY 13 6
Rough Coat DAY 1 DAY 7 6
Rough Coat #1 DAY D DAY O 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY D DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1
657 Blue Feet DAY 1 DAY 1 1
Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 OAY 0 OAY O 1
Blue Feet #3 DAY 0 DAY O 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture #2 DAY 0 DAY 0 1
Hunched Posture #3 DAY D DAY O 1
Lethargic #1 DAY 0 DAY 0 1
Lethargic #2 DAY O DAY D 1
Lethargic #3 DAY O DAY O 1
Normal DAY 3 DAY 13 10
Rough Coat DAY 1 DAY 6 3
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
658 Blue Feet #1 DAY D DAY 0 1
Blue Feet #2 DAY D DAY D 1
Blue Feet #3 DAY 0 DAY 0 1
Decreased Activity #3 3 DAY O DAY D 1
Hunched Posture DAY 1 DAY 3 3
Severity Codes
Severity No. Description
1 Slight
2, Moderate
3 Severe
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ACUTE_INTRAPERITONEAL STUDY
OF 269410 IIIgE

STUDY: 104IP26 GROUP: 1-F SEX: FEMALE
DAY O0-DAY 14 DOSE: 30(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Hunched Posture #2 DAY O DAY 0 1
Hunched Posture #3 DAY 0 DAY O 1
Lethargic #1 DAY 0 DAY O 1
Lethargic #2 DAY 0 DAY O 1
Normal DAY 11 DAY 12 2
Rough Coat DAY 1 DAY 13 1
Rough Coat #1 DAY 0 DAY 0 1
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 DAY D DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
659 Blue Feet DAY 1 DAY 1 1
Blue Feet #1 DAY O DAY 0 1
Blue Feet #2 - DAY 0 DAY 0 1
Blue Feet #3 DAY O DAY O 1
Decreased Activity #3 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture #2 DAY O DAY D 1
Hunched Posture #3 DAY O DAY 0 1
Lethargic #1 DAY 0 DAY 0 1
Lethargic #2 DAY 0 DAY 0 1
Normal DAY 7 DAY 13 6
Rough Coat DAY 1 DAY 9 7
Rough Coat #1 DAY 0 DAY 0 1
Rough Coat #2 DAY D DAY D 1
Rough Coat #3 DAY O DAY D 1
Scheduled Sacrifice DAY 14 DAY 14 1
660 Blue Feet #1 DAY 0O DAY D 1
Blue Feet #2 DAY 0 DAY O 1
Blue Feet #3 DAY O DAY 0O 1
Decreased Activity #3 3 DAY 0 DAY D 1
Hunched Posture DAY 1 DAY 1 1
Hunched Posture #2 DAY 0 DAY D 1
Hunched Posture #3 DAY 0 DAY O 1
Lethargic #1 DAY 0 DAY O 1
Lethargic #2 DAY D DAY D 1
Normal DAY 3 DAY 13 1"
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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ACUTE_INTRAPERTTONEAL STUDY
9410 IN RATS :U

STUDY: 1041IP26 GROUP: 1-F SEX: FEMALE
DAY O-DAY 14 DOSE: = 30(mg/kqg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

Rough Coat DAY 1 DAY 2 2
Rough Coat #1 DAY O DAY O 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
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INDIVIDUAL CLINICAL SIGNS
""""" STUDY: 104IP26 GROUP: 2-F " SEX: FEMALE
DAY O-DAY 14 DOSE: 60 (mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSEY DURATION FREQUENCY
666 Blue Feet #1 0AY 0 DAY 0 1
Blue Feet #2 OAY 0 DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Decreased Activity 1 DAY 1 OAY 1 1
Oecreased Activity #3 3 0AY 0 0AY 0 1
Hunched Posture OAY 1 OAY 3 3
Hunched Posture #2 0AY 0 OAY 0 1
Hunched Posture #3 OAY O OAY O 1
Lethargic #1 OAY O DAY O 1
Lethargic #2 OAY 0 DAY 0 1
Normal 0AY 9 OAY 13 S
Rough Coat DAY 1 DAY 8 7
Rough Coat #1 OAY 0 DAY O 1
Rough Coat #2 DAY 0 DAY O 1
Rough Coat #3 DAY O DAY O 1
scheduled Sacrifice 0AY 14 DAY 14 1
667 Blue Feet #1 DAY 0 OAY 0 1
Blue Feet #2 0AY 0 OAY 0 1
Blue Feet #3 DAY 0 0AY 0 1
Decreased Activity 1 DAY 1 OAY 1 1
Hunched Posture 0AY 1 DAY 8 5
Hunched Posture #3 DAY 0 DAY 0 1
Lethargic #1 OAY 0 OAY O 1
Lethargic #2 0AY 0 DAY 0 1
Lethargic #3 DAY 0 DAY 0 1
Normal DAY 6 OAY 13 3
Rough Coat DAY 1 0AY 11 8
Rough Coat #1 DAY O DAY 0 1
Rough Coat #2 DAY 0 OAY 0 1
Rough Coat #3 DAY 0 DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
668 Blue Feet #1 DAY 0 DAY O 1
Blue Feet #2 DAY 0 DAY 0 1
Blue Feet #3 DAY O OAY O 1
Decreased Activity 1 DAY 1 DAY 1 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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STUDY: 104IP26 GROUP: 2-F SEX: FEMALE
DAY O-DAY 14 DOSE: 60(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Hunched Posture DAY 1 DAY 8 5
Hunched Posture #2 DAY 0 DAY O 1
Hunched Posture #3 DAY 0 DAY O 1
Lethargic #1 DAY 0 DAY 0 1
Lethargic #2 DAY 0 DAY 0 1
Lethargic #3 DAY 0 DAY O 1
Normal DAY 10 DAY 13 4
Rough Coat DAY 1 DAY @ 8
Rough Coat #1 DAY 0 DAY O 1
Rough Coat #2 DAY O DAY 0 1
Rough Coat #3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
669 Blue Feet #1 DAY 0 DAY O 1
Blue Feet #2 DAY 0 DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 8 5
Hunched Posture #2 DAY 0 DAY O 1
Hunched Posture #3 DAY 0 DAY O 1
Lethargic #1 DAY 0 DAY 0 1
Lethargic #2 DAY 0 DAY O 1
Lethargic #3 DAY 0 DAY O 1
Normal DAY 3 DAY 12 6
Rough Coat DAY 1 DAY 13 7
Rough Coat #1 DAY O DAY O 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY O DAY O 1
Scheduled Sacrifice DAY 14 DAY 14 1
670 Blue Feet #1 DAY 0 DAY O 1
Blue Feet #2 DAY 0 DAY 0 1
Blue Feet #3 DAY O DAY O 1
Decreased Activity 1 DAY 1 DAY 1 1
Decreased Activity #1 3 DAY O DAY O 1
Decreased Activity #3 3 DAY 0 DAY 0 1
Hunched Posture DAY 1 DAY 12 7
Hunched Posture #2 DAY O DAY O 1
Hunched Posture #3 DAY 0 DAY O 1
Severity Codes
Severity No. Description
1 Slight
2 Moderate
3 Severe
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ACUTE_INTRAPERITONEAL STUDY
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STUDY: 104IP26 GROUP: 2-F SEX: FEMALE
DAY 0-DAY 14 DOSE: "~ 60(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

Lethargic #2 DAY O DAY O 1
Normal DAY 9 DAY 13 4
Rough Coat DAY 1 DAY 8 8
Rough Coat #1 DAY 0O DAY 0 1
Rough Coat #2 DAY O DAY 0 1
Rough Coat #3 DAY O DAY 0 1
Scheduled Sacrifice DAY 14 DAY 14 1
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TUDY: 1041IP26 GROUP: 3-F SEX: FEMALE
DAY O-DAY 14 SE: " 125(mg/kg)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

676 Blue Feet #1 DAY O DAY 0 1
Blue Feet #2 0AY O DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Comatose #1 DAY 0 DAY O 1
Comatose #2 DAY 0 DAY 0 1
Comatose #3 DAY 0 DAY 0 1
Animal Found Oead DAY 1 0AY 1 1
Labored Breathing #1 0AY O DAY 0 1
Labored Breathing #2 0AY O DAY O 1
Labored Breathing #3 0AY O 0AY 0 1
Rough Coat #1 OAY 0 O0AY O 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY O DAY O 1

677 Blue Feet #1 DAY 0 DAY O 1
Blue Feet #2 DAY O DAY O 1
Blue Feet #3 DAY O 0AY O 1
Comatose #1 DAY 0 OAY O 1
Comatose #2 DAY 0 DAY 0 1
Comatose #3 DAY O DAY O 1
Animal Found Dead DAY 1 0AY 1 1
Labored Breathing #1 DAY 0 DAY O 1
Labored Breathing #2 DAY 0 OAY O 1
Labored Breathing #3 DAY 0 DAY O 1
Rough Coat #1 DAY O DAY O 1
Rough Coat #2 DAY O DAY O 1
Rough Coat #3 DAY 0 DAY O 1

678 Blue Feet #1 DAY 0 DAY O 1
Blue Feet #2 DAY 0 OAY O 1
Blue Feet #3 DAY 0 DAY O 1
Comatose #1 DAY 0 DAY O 1
Comatose #2 DAY 0 DAY O 1
Comatose #3 DAY O DAY O 1
Animal Found Dead 0AY 1 DAY 1 1
Labored Breathing #1 DAY 0 OAY 0 1
Labored Breathing #2 DAY 0 DAY O 1
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STUDY: 104IP26 GROUP: 3-F SEX: FEMALE
DAY O0-DAY 14 DOSE: 125(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Labored Breathing #3 DAY O DAY O 1
Rough Coat #1 DAY O DAY O 1
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 0AY 0 0AY O 1
679 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY 0 DAY 0 1
Blue Feet #3 DAY 0 DAY O 1
Comatose #1 DAY 0 DAY O 1
Comatose #2 DAY 0 DAY O 1
Comatose #3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing #1 DAY 0 DAY 0 1
Labored Breathing #2 DAY 0 DAY 0 1
Labored Breathing #3 DAY 0 DAY O 1
Rough Coat #1 0AY O 0AY O 1
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 DAY 0 DAY O 1
680 Blue Feet DAY 1 0AY 1 1
Blue Feet #1 DAY 0 0AY O 1
Blue Feet #2 DAY 0 DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Comatose DAY 1 DAY 1 1
Comatose #1 DAY 0 DAY O 1
Comatose #2 DAY 0 DAY 0 1
Comatose #3 DAY O DAY O 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing DAY 1 DAY 1 1
Labored Breathing #1 DAY 0 DAY O 1
Labored Breathing #2 DAY 0 DAY 0 1
Labored Breathing #3 DAY 0 DAY O 1
Rough Coat DAY 1 DAY 1 1
Rough Coat #1 DAY 0 DAY O 1
Rough Coat #2 DAY 0 DAY O 1
Rough Coat #3 DAY 0 DAY 0 1

3-124




ACUTEFINTRAPERITONEAL gTUDY

STUDY: 104IP26 GROUP: 4-F SEX: FEMALE
DAY O0-DAY 14 DOSE: 250(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
686 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY 0O DAY 0 1
Blue Feet #3 DAY 0 DAY 0 1
Comatose #1 DAY 0 DAY 0 1
Comatose #2 DAY 0 DAY 0 1
Comatose #3 DAY 0 DAY O 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing #1 DAY 0 DAY 0 1
Labored Breathing #2 DAY 0 DAY 0 1
Labored Breathing #3 DAY 0 DAY 0 1
Rough Coat #1 DAY 0 DAY O 1
Rough Coat #2 DAY O DAY 0 1
Rough Coat #3 DAY 0 DAY 0 1
687 Blue Feet #1 DAY O DAY O 1
Comatose #1 DAY 0 DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
Labored Breathing #1 DAY 0 DAY 0 1
Rough Coat #1 DAY 0 DAY 0 1
688 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY 0 DAY 0 1
Blue Feet #3 DAY 0 DAY 0 1
Comatose #1 DAY 0 DAY 0 1
Comatose #2 DAY O DAY O 1
Comatose #3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing #1 DAY 0 DAY 0 1
Labored Breathing #2 DAY O DAY O 1
Labored Breathing #3 DAY 0 DAY 0 1
Rough Coat #1 DAY O DAY O 1
Rough Coat #2 DAY 0 DAY O 1
Rough Coat #3 DAY 0 DAY O 1
689 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY 0 DAY 0 1
Blue Feet #3 DAY 0 DAY 0 1
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STUDY: 104IP26 GR : 4-F SEX: FEMALE
DAY O-DAY DOSE: 250(mg/kg)
ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY
Comatose #1 DAY 0 DAY D 1
Comatose #2 DAY D DAY 0 1
Comatose #3 DAY D DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing #1 DAY 0 DAY 0 1
Labored Breathing #2 DAY 0 DAY 0 1
Labored Breathing #3 DAY 0 DAY 0 1
Rough Coat #1 DAY 0 DAY 0 1
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 DAY 0 DAY 0 1
690 Blue Feet #1 DAY D DAY D 1
Blue Feet #2 DAY D DAY D 1
Blue Feet #3 DAY D DAY 0 1
Comatose #1 DAY 0 DAY D 1
Comatose #2 DAY 0 DAY 0 1
Comatose #3 DAY 0 DAY 0 1
Animal Found Dead DAY 1 DAY 1 1
Labored Breathing #1 DAY D DAY D 1
Labored Bresthing #2 DAY 0 DAY D 1
Labored Breathing #3 DAY 0 DAY D 1
Rough Coat #1 DAY D DAY D 1
Rough Coat #2 DAY D DAY D 1
Rough Coat #3 DAY D DAY D 1
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STUDY: 104IP26 GROUP: 5-F SEX: FEMALE
DAY 0-DAY 14 DOSE: 500 (mg/kq)

ANIMAL # OBSERVATIONS SEVERITY LOC ONSET DURATION FREQUENCY

696 Blue Feet #1 DAY 0 DAY 0 1
Comatose #1 DAY O DAY 0 1
Animal Found Dead DAY 0 DAY 0 1
Labored Breathing #1 0AY O DAY 0 1
Rough Coat #1 DAY O DAY O 1

697 Blue Feet #1 DAY 0 DAY 0 1
Blue Feet #2 DAY 0 DAY O 1
Blue Feet #3 DAY 0 DAY 0 1
Comatose #2 0AY O DAY 0 1
Comatose #3 DAY 0 DAY O 1
Animal Found Dead DAY 1 DAY 1 1
Hunched Posture #1 DAY 0 DAY 0 1
Hunched Posture #2 DAY O DAY 0 1
Labored Breathing #2 DAY 0 DAY 0 1
Labored Breathing #3 DAY 0 DAY 0 1
Lethargic #1 DAY 0 DAY O 1
Rough Coat #1 DAY 0 DAY 0 1
Rough Coat #2 DAY 0 DAY 0 1
Rough Coat #3 DAY 0 DAY D 1

698 Blue Feet #1 DAY 0 DAY 0 1
Comatose #1 DAY 0 DAY 0 1
Animal Found Oead DAY 0 DAY O 1
Labored Breathing #1 DAY O DAY O 1
Rough Coat #1 DAY 0 DAY 0 1

699 Blue Feet #1 DAY 0 DAY O 1
Blue Feet #2 D<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>